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d-> ; ^2000-183767) fr£ v \£ > .7*Z2 t9 — • 

ic*^ ^^oa^o^a^s^i-sct^qi^'e^o, *&w<D9y 
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mm 

*mm. mmtzt vyuy-^ t\ i3j;{;/OT'f>7t77?^- 
ass-et^ftc)*^— ifjfie^N 7*777^- if^^nt * *n 

ZttfWbfrtte-oT^i (Semin Cell Biol 1994 Dec ;5(6):367-76; Cell 199 
5 Jan 27;80(2):225-36; Genes Cells 1996 Feb; 1(2) :147-69; Trends Biochem 
Sci 1997 Jan;22(l): 18-22; Proc Natl Acad Sci U S A 1999 Nov 23;96(24):13 
603-10)o ttJB^fc:*«R:^«©*±-7.« • 7 1777^- t?##£-f 5 3 
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7 * x 7 7 7 vmt> zmmft&^mz-D ^x(Dftm±%izwmz2_ t < , 

-e* w?7it, Mt/i3^^>^7K^3-K-rs^^ iD^T^ne)®^^ 
«tt>'ffl^©ji^PMii-r-5o ._ 

t x ^ U y^^P-> ; 11-248036, M 2000-1 18776, #0 2000-18 

3767) fr^*^-** • 7*7 7 7-7-^&££&o7n-> (KP7d-» 
£MiR-f 5 .3 £ ^sC^fco c U y 7 7 7 a - >fct, [1] .. * 'J^>t * 7*&tz 
«tS^aj50S^cDNA7.>f77';r-©^ js£U [2] 5V*«ffl0ffi*Jfr&© 
±fiti©ffi^7rA (EST {Zp]LX0±&-Zte^%(D%m^tc±X\ ATGpr.fc«fc 

zwmiz&^xmn) t(om^t>^zx^xm.n^tirz, &&xtbwm<D 
^Td-1/^'^;~^ 
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btztt o ^-tft* U » * * * d-> Kft bTfr 9 d i; J: !9 > 2 fi<£>£ 
□ ->rc-NT2RP3001938j, rc-OVARC1000945 j (WT>KP^D-»$I^bfc, 
lOKP^ D->(:(t t hirM* Wt*JC*3- cDNA #^l;ft"t^ 

So ms\<D*i—* • 7*777*— ^©»lteWi^«i/yr/i/ 

Mb oTi^ct #*o enr # o s jam l is. v -.7*77 

liJISI^fit)^ £ bT CD x > V )l%m & Z. t fi s 'v!ffe~£$> 2>t%z.t>ti2> 0 

±M<Dm<*mmt>&, 7*777*— e*>'i*n*% 

BPt> ifgifc t > r d x 4 * * d ^-f > 7 * 7 7 r 

^*J:ra»t»U-.JL»)Jl.f*W«KHu....... .__ .._ _ 

ciD tie (a) (d) (D^tnfrtmmo) dna> 

•TSDNAo 

(b) IBJWf : l*fe«±3K:Sa48©fllSK5iJ03-Kfi«&^trDHAo 

( c ) ib^ij#^ : 2 s 4 icge«B©7 s ^ maaifcifcu-t 1 $ b < \±mL<D7 
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( d ) mm*5 : 1 £ fett 3 £fBt©&SI2?!Jfr e> ft 5 DNA J: * h U > S> x > b 
ft^T^ W ^ 'J *V X Us Efll#-5 : 2 $ fcti 4 fcgB«©T ^ V ft 

ft 3 * w< ^ k tmzmzmmte * & n* u - h t s dna c 

.^rf- K*3— Kr.S DNA, 
C3} (1) S'fctt C 2 D tzte«©DNAtc«tD3.-K$nS^W^»*fett 

C4) C ID *fctt C2) tlgB«©DNA#ifA2nfc^7*-. 

C50 CD C2O-fci3«0 : DNA*fei±.C4yfc8BaO'<i'^-*«^- 

C7> C3D fc|3«©*W^JtfclS***tttfC 

C 8 D iB^JS^ : 1 £ fcfc 3 fcfB*©EfiB2*i £ ft 5 DNA £ fctt*©ffi«« 
C9> - - C 30 £1318©* y>s>?M.\z.^tM^ttov>Z. M -=■ _ 

or, : ■; ... • 

(b) ^*>^*M£fcl±*©$#^7*^ K t&fef&m t ©ISftfSif fctfcfflT % 

m 

-Nf2RPlMl938T;" ' rc-OVARCi000945"j letWT So't: h ffi3fciI£T ^NT2RP30" - 
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oi938j cmk(Di&M&m&mmm^ : i£, jacDNA-tj^-Ksns^wt* 

S07$yffiiB5U&iB5U#^ : 2£*Vf„ t hfi^itfc^ rc-oVARC1000945j cD 
NA©JgSE^J&lE^JS# : 3(c, ^ cDNA t J;'*) 3- >/^S©7 V 

E3»J#-5 : Ifcw-T r C-NT2RP3001938j (is 418 7*$ /i?fre>&3#W^H 
KT5 ORF £WU £fc@BWt: 3 t^l" r C-OVARCl 000945 j (i N 865 

*W«D»K:*^'Tx'#K:W!)*«j&^IRO, #&W©±iOM^ rc-NT2RP30019 
38j jfcjitf rc-0VARCl 000945 j ££.£toT ""KPita^j Zti^tMDMitttz 

mmz&5ft¥T-&z t%z. bn,mm&m%®±.xm$)ft?t\sX£mx&Zo 

cDNA£#trc3h##tf3£ft (#JK¥ 11-248036, &Si 2000-118776, M 2000-1 
83767) ; ^ cDNA »Di?L!®ffllg^^^-(3^3i*ilTVVsk«)x rfi*>£,« 

«filClir*<S«*f§*^fc* t nJi6T»S 0 ffiftl©*^— B • 7t^77^-^ 
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mz\ts ft© £ 9 * U#-9'-mB=f-'r v -fe <Y fc ct 0 Mlg^ ^ U ^£*T9 o 
#%W©K Pitted £^tf^*-£s »>^>1t-xM>f^l^* 

SPJ3© K P itfc^©£M^£o INT W&&m$8jW?> h S £ t &m&£ixZ o 
3^ *J;tJ t ^©xWN>-9— xw> Mi «fcoTS8$5£gfrTUS«afc^S 

_>tf-x UA> b (C M UTffiffl t\£ 3.. c?.tUx K v . © x w ^ 

>m~iimH?^r tgf-# 7 7 r^-v tnf- a -7 ? x *)v*>®r<m?- 
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^$7 — tf N G^>/^ Sf >>i £ 7 7 3. U -s Smad 77;'J - N STAT 

77^ »;•-, TRAF 77^ U — > «BJB*iBl/-b^-^) £<fctf7 b I'* 

Snjac (iUM/X, iW7M/^ fc££W3£i:#T*# 

So 

JK©&s|S*7 htem^rMMtZZttfT-ZZo MZlt. Clonteeh tt© Mercury 
™ Pathway Profiling Systems. Stratagene $£© PathDetectR Trans-Reporting 
System. 43 PathDetectR Cis-Reporting System m<D*r v h £ W£ £ 
£So Xlttt:ffitt*nTV^*WSfl?Jfe*^ (Overview of Genetic Report 

er Systems. In Current Protocols in Molecular Biology, Ed. Ausubel, F. M. 

et al., (Wiley & Sons, NY) Unit 9.6 (1995); Molecular Cloning: A Labora 
tory Manual, Cold Spring Harbor Laboratory Press (Cold Spring Harbor, NY 

(1989))fc^oTHJI6-rSc:fc*»-C*So. 

7— t£r5&£)$l£fci:> 0iJx.fcf> Promegatt© Dual-Luc if erase™ Reporter Assay 
.System taK £ ffl i, \ fcWM^m^miZ <fc ?XM%.? 3 £ _ 

7 A 7 x - b h 7 >7>7x7~fc? (CAT) itfc^ ^XXf^-ii^'P 
h ^> ^— t? a^P«$Stf £ C i: § S o ■ . * fcx 1/ * - 7 - 7- y -b >f Cffl l \ 5 
i>;\>f-xM > h £ JluriSJ!&t4xl/p< y r (Serum Response Ele 

ment: SRE) . cAMP .KJfSttx > h (cAMP Response Element: ORE) V TPA£J5& 
Hxl/^ > h (TPA Response Element: TRE) . NF/cB (Nuclear factor of. kI 
cell) i^xi/^ > K Ws/a y7£J&$xl/*> r (Heat shock Response El 
Ymeht f HRE) 'l~V)V3 ayi/T^^TKKltittx vjr> V (Glucocorticoid Respons™ 
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e Element: GRE) % API (Activator protein 1: c-jun/c-fgs ^xU 
* y K NFAT (Nuclear Factor of Activated T-cells) K p53 

U ^ > K -i 7 xD VytfStefbi Up< > h (Interferon Gamma Act iv 
ated Sequence: GAS) , — 7 1 d >£jfo&:n > h (Interferon-Stimu 

lated Response Element: ISRE) > E2F*££xb;OK STAT 7 7 ^ U -H^x 
1/ ^ > h , Smad 77; 'J -*3-&x 1/ > K TCF/LEF *£&x 1/ p< > r , GATA 7 y 
5 U— £££rxl/^> K XfP- ;HH^xUp<> h (Sterol Regulatory Eiemen 
t : SRE) % IRF (Interferon Regulatory Factor) 7 7 $ U -f£;£xl/;< > K P 
PARr*S£xu/> K fc£tfAhR*£-&xl>;<> h Wf5^^t'§5o 

tfex l/^-^-Tf-b^^JiV>5tf±ilBSi:Urii> 293, Hela v NIH3T3, C 
V-1, Jurkat, ifa^¥^» ifa^rt/£«> *5«fc Wtt«Bft«*r* - 

*mm, %tz, t h k p * w i t % (E5>j#^ : 2 g fc a: 4 ) tmmiz m 

/^s©« *tD^ MOr^^f^sn*. ci-e mm$}£.mmj 
tit, MMLttez* >;t?n&KP * y^tmtmm^ ?>/wn*v >mt 

^t-t^>;^IfcII^ >/^ISl^^M«4't'i^U ATP #^ET 
«S«t5Ci:^$5o ^r7— e^>/^K(iig^M«^ MO 
»iM$« (C0S7 N CV-U HEK293. HeLa, Jurkat, NIH3T3&if) *\ M. 

ikmm (sf9 & w > *j3§ii (e. con) , mmuzt*+-*9y 
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[7- 3Z P] ATP ^aif(Ds tt»ttntt7C*T«»*nfcATP £fflV*SC:fcfcJ:Dx a 

£fcs V>mfc*>rt9ft&mtnft&Z&mt\ ELISA (enzyme-1 inked immun 
osorbent assay) ^ £:c;**>7D<y Hi&ifHJ: t)SH* >^£> »J >^<b 

*>a-* (mbp) kt^fc*^ft>^-«fc«fcD*1#JI^C';>l!Wb*n*ck*» 
*0 S ft T v > & * >y ^ g i $ \\ 5 d t & X § £ o ' » S ^ fciu U >'K<b* ft S BEJOJ" 

<fcoT*U>®<b7S££«fcrS£fcfcT-£So JtOJIttftlCfciu Protein Phos 
phorylation: A Practical Approach. First Edition (Hardie DG.^f . H N Oxf 
ord University Press., 1993) &^«O^StS3«fO-JKW&^^fci>£oTfr-5 3 

-IJ^f§.ci:ip*tt5, 

JI& >SMbr£-f± * f 5 £ £ #T? # So 7 * * 7 r * -Hf * W t * S t tttx 

±§bo u >K<b?stto*j^©«^ nw. tr m u & © <r s c #-c 

"flfTS ^ ^ U 7 -- fe'^^-Hf r7-D =r^> **-~t? A,- EGF 1/ -fe-T 5 * 
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fcj; <£t> fi, Protein Phosphorylation: A P 

ractical Approach. First Edition (Hardie DG.^ £ % Oxford University P 
ress., 1993) ftZ0mm&&toO-1&totelS&£fcr>Zft-5Z.tWX*% &o. 

^n© * o - > e> $gJ££ n a * >^ * W* * SOSK £fc a £-5 

* **i^-r a i c «t *) ^ * a c *«-c # s o «t »} Hfttfj c fck 

EMBO J. (1997). 16 : 1921-1933. *:«B«© - #'i**#*fcfT 3 £ £:#T* § a c £ fe, 
: EMBO J. (1997) 16:1909-1920. CgB«0*S*##Cff -5 £ fctft? 

#a 0 

&a*w^gfc$tEiwcp]^ 
*ne>ftfc£&i:L-cfc*> ^>/^K(3^^^ATa^^* s »e ) tiTv>ao m. 

^SMfcC&fcBU :.gB^JS#*J!MB^M. (Hashimoto : Gotoh, T. et al. (19 
95) Gene 152, 271-275, Zoller, MJ, and Smith, M.( 1983) Methods Enzymol. 
100, 468-500, Kramer, W. et al. (1984) Nucleic Acids Res. 12, 9441-9456, 
Kramer W, and Fritz~HJ( 1987) Methods. Enzymol. 154, 350-367, Kunkel,TA(l 
985) Proc Natl Acad Sci USA. 82, 488-492, Kunkel (1988) Methods Enzymol. 
85, 2763-2766) ^fcffl^T, k hKP*Wt*R (i&Wf : 2_*fct±4) <OT 

^K*w»iraci:A^*a. £tz. yzsmv&Rta&i&mzis^xk&bd ■ 

a 0 t r-KP*W^R (EJUS*: 2$fett4) ©7^Kfi0!l 



WO 01/09316 



PCT/JP00/05061 



11 

Tktt^ygg (A, K L, Ms F. P V W S Y, V) v iEzMlT^ygi? (R, D, N> (\ E, 
Qx G, H, K N S, T)\ Jg«{RiJ^^«-rS^5yM (G, A. V, U U P) , 

s^MJM^^-r €.7 $ y & (s, t, y) . iii^wii^ifts? ^i(c, 
m) , : ±>)i*ymRrfy$. t^mm*fi-r2>75.;m. (d, n, e, q) , igs^w 

n^^^^^^mmt^Z.tlttX'lzm^tiX^^ (Mark, D. F. eta 
l., Proc. Natl. Acad. Sci. USA (1984) 81, 5662-5666 . Zoller, M. J. & Sm 
-ith, M. Nucleic Acids Research. (1982) 10,_648_7-6500 ^ Wang,_ A. et ah, S 
cience 224, 1431-1433 N Dalbadie-McFar land, G. et al*. , Proc. Natl. Acad. 
Sci. USA (1982) 79, 6409-6413 ) 0 

fc h K P ©7 ; ^PJl:W07OHiWD^?tlfc^ > 

!» (KWf : 2£fcJ±4) ^u-F-f-SDNAiiflilO^T-^ KXii^W^MS 
n- KfS DNA £7 U-A^-gcrSia^a^bTCin^^^^^-tc^A 
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Kftwofy^zntom&fcttgnzmn^rrFtisTit, mz.it, flag 

(Hopp, T. P. et al., BioTechnology (1988) 6, 1204-1210 )>6M©His (t 
X^>) @«fr6&2> 6xHis, lOxHis, >T >7;t/x>+figyftf?| (HA)\ the 
-mycomfr. VSV-GP©»rtt\ pl8HIV©g?tt\ T7-tag, HSV-tag _ N E-tag > SV40T 

fofceomfr.: lck tag, a-tubulin ©»rtf\ B-tag . Protein C.®Kffi-fE©&» 

ftSM©* W**RfcUT«U 0tt.HU GST (W^>-S->7>7?i7 

—to , ha (-< >7;i/x^ir«»*) s ^Ay ^py»j>^mim /s-xvir' 
Yi/y— Ms mbp w^R) ^^we.n^o miE^n-cv^ 

ilft^T*?- KSfcfct* W^H*3- KITS DNA **%W<D* >^?X*3- 
K f 5 DNA £ N£- £ Z ft £ «fc 0 UK S ft Sft-^DNA * 5 £ (3 «fc t) v 

e>ftfcftfecD^hLT(i. /W7U^-lf-i/3>fi[I (Sambrook,J et al., M 
oleculaa Cloning End ed. , .9.47-?..5.8,_Cold_Spring Harbor Lab. press, 198 

9) ? zism&m-f ztiZo s*#T?*ft«u t vK?*?ynzn* 
fflrattoav vdna LTx & dna ^ t > k p*>>r?ntMemzm%ft 

W^ft&n— K"f 5 DNA fc/W 7>J ^XtS DNA#3- KU k r KP* > 
0ttHU k h^AlfftflDrtRft^O^^Dy («Atf, 7^ 7* K 
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gkflr&mfbtiZ* &*hU>^x>N&|fe#fcfcJu n-f7'J^-lr->3>l 
©8fei*fc#HT>0y*. tf 42°C, 2 x SSC, 0. 1%SDS <D&#T'& tk#?£L<y; 50°C> 
2xSSC x 0.1XSDS 0*^**0 .fc&ff*UvW7y^-r*-*3>4>*fr' 
tLTfck r U >*x> r&&#JbW fen*. fc* r U>^x> Kft&tf 
fctt, ^J^K65°Cx 0.1XSSC W0.1%SDS©lfe^ffe-5o cnfecifcftfcfclv 
Tx SJK*±W , S«t^V^PH4*^"rs DMA^*W'ft:l»6n*Ci:3MW^T 

U ^ ^-i/HXOjfefttlHtS* &&*J&*rtt% 0<Jx.J£ Sambrook fe(1989, Mo 
lecular Cloning, A Laboratory Manual, Cold Spring Harbor Press, N. Y. K 
£<fctf Ausubel £(1995, Current Protocols in Molecular Biology, John Wile 
y & Sons, N. Y.){Z3.=.y h 2.10 (C«fc Q.£&ffifr®K&^T®%£\&*!1fe'C 

-fe5o - - -~ . - . _ _ . .. H , _ _ ._ _ 

a (aa^s-t : i * tit 3.) <DEw«**a£fc£j«i/fcr.9-f T-*^v^»eTP 
«s> * ■m^— e&giste (pcr) as'**jfflUT*«if5c:i:%Rri6 
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®b££ti%o&^mm&b.&* r$;mi''*)\'£i8^x,m%> 65% 

&L±<Dm-&. U < \± 75%^±©|5j-t^ £ £> fc# r b < 85Xtt±OB- 

^(Wilbur; W. J. and Lipman, D. J. Proc. Natl. Acad. Sci. USA (1 
983) 80, 726-730) izmmOT^zi \) XAlZ Lfc#X.fcf£^o 

T^zm*), *mmz<g%ftz>o mm*. *ftw<D?>^?n*JMmmm, 

C§2«!c©^*S^!J£#-r3 DNA)^ j@ifcll^?*-£^&<^ 

2. fcrtftfc'ft 7AI: @£ U tz 7 7 j -7- J - 9 d v. > V v 7 * -\z frtf 5d fc-fc J: 

* 

* K £ (0J x. tf, »J««J!I^& l*lT-^m^*fc^^(i.. 
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■ (Bf 5 c 2: tf-e § 2) o tafttt* U £ d -t^ft-Cftot* ^ 7 7 a-i-)itfm. 

u < & 9 t k j muJLor $ j mint? httzM^ft^?* n±,mk\±, 

--J:oT*<tvvo ; . 

<0 in vivo * in vitro fcfcfr*4£fc#M3*iSflu fl*tfv 

• • i • 

WflE«:«Jft'©a&?fS«a^©'J6ffi*%it6n5o #M<DDNA«u 3M8H8© 

< ffl&©jg*K*i£«-r s ma ns 0 
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*%wo&>^#n&%Mi>x^z%nm£*) cdna $4-75 y-*flnKu*»iii§ 

©DNAtf>IS?'J (m?L\Z, E#l#5 : l*fett3) ©-gU^yd-TK LT/vf 

(Sambrook, J. et al., Molecular Clonings Cold Spring Harbor Laborat 
ory Press (1989)) fciB*©#*fcJ:D»«UTfe «fcV>U ^85© DNA 7^ 7*7 
•»j-*ffll^-C*J:v>. £tz, **i!li(?)^>^^ft*l63HLTVv*«MaJ!:;t) RNA& 
WSSU iS£*s¥iMSfc:«K5 cDNA£-£f£U£&> #3gBJ§© DNA (0U*.fck'ffi 
J'flS-t •:• 1 *fctt3) fc$fc^Ttf l^DNAfc^g&U ihiftr^^-kCt 
fflwt ■PCRSJt6ftfrV\3^J8IB©^>/^H*3- cDNA £igifi£«5;i fc 

mztifz cDNA Srp-^i: txy>ADNA 7^^^ ';-->^t§ 

^r.^>M?i^(Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294-52 

99) . AGPC& (Chomczynski, P. and Sacchi, N., Anal. Biochem. (1987) 162, 

156-159) D±HSAfcW»U mRNA Purification Kit (Pharmacia) ^ 

' . ■ - ' - i 

mm LT±RNA mRNA *«fjRt"So £fcs QuickPrep mRNA Purification Kit 

(Pharmacia) fcffllVSC fcfcj; t) mRNA *W$m$k?Z>Z t fe;C3$,-' 

f# mRNA £3ttfiJ|W*fcffllr>T cDNA ft^fifef.*. cDNA ©£&tt v AMV 

Reverse Transcriptase First-strand cDNA Synthesis Kit (£{b3*x3gj$&. 

-Ampli. FINDER RACE KitlClontech"^ 
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ase chain reaction ; PCR)£ffltAfc 5' -RACE &(Frohman, M. A. et all, Proc. 
Natl. Acad. Sci. U.S.A. (1988) 85, 8998-9002 ; Belyavsky, A. et al., Nu 
cleic Acids Res. (1989) 17, 2919-2932) \z'&\,\ cDNAOfc#*J:tFJHI&fT 

LX, £b%m®#<DM^l&mimzmitZ>zttfX%Z> (Grantham, R. et 
al., Nucelic Acids Research (1981) 9, r43-74 ) o £tzs *#BBJ§<D DNA * 

mo* v h v&totojsmt «k o r&%t % z. t &x z z> t lx&, mz. &\ 
mvmrnt «t zmit.&m* u =f * 9 ut? H^ass* dna 77^>h on\s 

«=J H> (ATG) ' fcitf/SfeftllJLii h*> (TAA N TGA, Xfi 

tag) <om \m&m? e>ns 0 

.:- #38BJ© DNA.fctv MttMtcttv 1B?'J#5 U^^P^I^ 366 _fft9*fi* A 
1619 C TtP^^S DNA ftfi^f*. E5>J#^ : 3 ©^SK^J{C 

*V*-C 33 &(Di&& A fr£ 2627 ffi© A j&v&fc* DNA.£©^-f 5o 

*^RJ© DNA fctSfcx M?m^ : 1 S'fctt 3 \±mt&MtMfr<btt:Z> DNA fc/N 

•f 

<Y 7 U ^ X-T 5 DNA T*& D > E.o±g3*^BJCD * W < * K fcHM&Wfc & ? 

>/i ? - h t s dna /wry *w 3 y\zw zmmtmrn 
%x$>n\m , &mftt % z. ttrcsz t {±±hb btzmz® » zzt 
^•et?>o c:n?»©^t:43^Tx sut*±tf sfifc«n«iratt*tf« dna & 

ftSifctf-CSSo ±IB©^-l'r , ;^VX-r-5DNA(ix $?SU<(i^ffi*^DN 

xw^cDm~Xft"^6=rDNA"Tr-r'; — : 
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imZUs JM109, DH5a N HB10K XLlBlue) ftif"C^:#K:«MB***fiSI"»r« 
fci&fc* ^»S|-Cii« £ ftS r 0 rij ^^»R$5^^iifc^{l® 

oaifejte^ (m&s ftA,e>*©iuw- (r>x % > y^^m * u >> * 

PBR322, pBluescript. pCR-ScriptJ&^^tf e»n5o ktzs cDNA©^y 
-Ts pDIRECTx pT7&£#3M:f$>ftSo %*.&Mt & B8Hv*SV* 

Jt©^n5 < fc ^^±§B#m^O»(i, M£ JM109, DH5a\ HB10K XLl-Blu 

..£&—*.— x. M;tfc£v. lacZ 7*n^-^_- (Ward <b, Nature (1989) 341, 544-546 ; 
FASEB J. (1992) 6, 2422-2427) Y araB 70^- (Better Science (19 
88) 240, 1041-1043 K £tz\±TI yv^t-teZZft^T^ZZttf^K 
•C'Ato COio^^-him ±|2^^-©mtpGEX-5X-l (7 7^ 
7->7|tfil) x TQiAexpress systenij (^y >#®0 n pEGFP, pET(C 
©«£sf&±fctT7 HNA#U;«5-H**«Sl/r^3 BL21 ^T$ l^)f^W 

S»^7pe "IB W^Ui2^ (L"ei7 Sr P." et^al Jr Bacteriol - (1987)- 
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169, 4379 ) wtniii^o ^mm^cD^? *-<Dmx&, mztfMib* 

X\±s m%MW)&&CD%l1%^>7t'- pcDNA3 h d^>M) *\ 

pEGF-BOS (Nucleic Acids. Res. 1990, 18(17),p5322K pEF , pCDM8 ) x 141 

(Mx.(i r Bac-to-BAC baculovairus expression system j 
(^^3 BRL l±m . pBacPAK8) % ttftlft*©*^^ pMHl* pMH2) „ 

IM&#^;i'XS#©*8£^**- W;t{£v pHSV N - pMVv pAdexLcw ) > V 
J )]s7,$S*0%M^?9- (MtUXs pZIPneo) x 8*ed3#0#B&x**- (0!lx. 
tt* rpichia Expression Kitj (-f y K>"py>tt«) s pNVll , SP-Q01) ^ffi 

^m&McD&m^*- (mz.it; ppl608, pkthso) ^w&ns. 

CHO C0S.«k NIH3T3 *BIJia^CDlllMllS"C0|g3i^ i^i: L 
«F^T-^^-&?>^»^^g*7 , D ; E-^- % .m'ttSV^rb^E— ^- (Mul 
ligan <=>, Nature (1979) 277, 108) x MMLV-LTR 7Dt-^-> EFla7*D^-* 
- (Mizushima £>, Nucleic Acids. Res. (1990) 18, 5322) N CMV zTu^—^-ta 

09*i& pMAM, pDR2^ pBK-RSV N pBK-CMV, pOPRSV, pOP13 ZtiZo 

m*mttz®&iz&, mm&mmmxmvit mommiz*ti%mm?z m 

FRJSfc^rrS'***- (0J*«> pCHOIft^) SiAU * hH/**-h 

(mtx) fc i Atttfw e>tis .^^©-iitto^a* i.^fc 

tS^Ctts SV40 T WMtfmt ££te?£&&#±fc:#0 COS Mttftffl^T 

moammmti&ft'D'V?*- (pcds^) -e^sis^-rs^^w^nso 

"H»w*&j*csr dt nr.* for *-y v -7f^-;^v - ^ ->/^-p - 
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zii/ Y h7>77i5-B (APH) t 4 - $ fe* (TK) *fl§ 

l^>f>^7->^'J^;i/h7>77j7- tf (Ecogpt) itfc^ ^ 
b H D HmMT&m (dhf r) atfc^S ££tr Z 1 tTC § § o 

ipneo) ftirw^ns^v cne»c®jiiB$n*^. <©*jbw.cddiia 
oWAtezcD-mmttMfcTmmt, nmzft^xnoztftnimx&z (Moie 

cular Cloning ,5.61-5.63) » £{fcfl^<D&#fciu ex vivo iT?fcot*; in vi 
rtpm&fe(Dtcito<DW&m±, in vitro 43 «t in" vivo CDj££m#fcS"o in vi 

tro ©i*jfci/t^ n%mm&mtzm&m*ffimMmk&mtm&% 

v>SCi:AJ"CtSo SM&lfflJSfcUTttx IILIIR m«x CHO (J. Exp. Med. 
(1995) 108, 945) N COS > 3T3, UD-T.'.BHK (baby hamster kidney ) % 
HetaTVero; 'ffimMfflffi: &miT7 'U"*^->t-^VU*«IIDIft-(-Valie~ct-ahr-- 
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Nature (1981) 291, 358-340 ) , '$>ZW±%$MJ&'MZ.&* Sf9 > Sf21, Tn5 

'tftobnx^z'o cho mmtLnts dhfr tfc cm mf&r$> 

5 dhfr-CH0(Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220 ) CHO K-l 
(Proc. Natl. Acad. Sci. USA (1968) 60, 1275) W:Slt5C^'tl 

^±«^©^^^-©#Alis #Jx.f£> 'J^ft^^A&s DEAE r^^ h 7 
U^V-ADOTAP (^-■J>#-VWW AttSD fcfflV^c 

M*BlI)&J:bTl±> ^u^^^- ■• fri-tok (Nicotiana tabacum ) E&. 

Xffl*M&i:l,"CfcJU B*Bx tryfto^-teX (Saccharomyces ) flL.fll*. 

-tf- y ft D ^ -te •-trUtfi/x (Saccharomyces cerevisiae j x ^t^Bx 
tfx (Aspergillus ) Jg, 0!l;Lfc£x - -ft- (As 

pergillus niger ) #£fl£*vCt^-l>o 

£J»M (E._coli ).., ..0JJ.£.&_ JM109v DH5 a s _ HB101 f # W £ *U f ®% 

dft £ <bmm& Em 1 1 Z DNA ic Jt (?^K«U tifctt^ in v 

itro 0 * >WKim*>tt* *S*tt; &*l«W5fiS«c«v*ff 

fcliiBU *IMMlBB©*««i;tT%"«*tfx DMEM> MEM x RPMI 

1640, iim*mmtzz£&T-zzo *®ru wmm (fcs) ^ostammm 
'ft^fflrsjifc^-e&su iii««itu^. ^^©pHtt, ^6~8r- 

$ 3£>#$f £ UV\> miittx iim> W 30~40°CT*^ 15-200 lOTfrK ^SCJSS 
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Utlt ^ t^> ^>>^l^Ct^l5 (Vicki Glas 

er, SPECTRUM Biotechnology Applications, 1993 ) » m%mmwtm^ 

X^x^y £^£MbTfc <fcV> (Ebert, K.M. et al., Bio/Technology (19 
94) 12, 699-702 ) „ 

^ itt©* w^ff&u- k -r s dna s^a l/zm-* ^ □ & # ^ 3£ 

tfft&tt.* Ztiz&t), sL<Djj'(Z3 (hftffl* t> i ft© * >wg.*mzt tfiit 
§5 (Susumu, M. et al . , Nature (1985) 315, 592-594 ) „ 

xtfpMON 530 £^AU £©^£-£T^DM^i) £ A • 7 r ; >^>^ 
(Agrobacterium tumefaciens ) (D&o&rtpjr U :P£#Af3o ZW^r*) 
WtL\Z, ,?3W • (Nicotiana tabacum ) C****> 
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*^/n0lJ: DflfSCDstfU F £j# 6 <l fc#T-£3( Julian K.-C. Ma et 
aL, Eur. J. Immunol. (1994) 24, 131-138) o 

tm, sds-^ ut^ H^^r^gj, ^»^mm»&> a*?, #f£n 

7h777^- Kf^PTh^^-f-Wlf?)^ (Strategies for Pro 
tein Purification and Characterization: A Laboratory Course Manual. Ed D 
aniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996) » Z 
h t><D? dy h -(is iffi^D7h^7|- m« HPLC N FPLC mo 

sett izmm sad x gfl&®fc k * r s ^ <t * -e g 5 . 

"~fc'fc~FI/i^7tHTi^ 
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nmmzMmzhte^&mvim®). math, 7^xtt7^fi*<ow- 
*Mm»'fcii^*H*are^5iJuxtt r ^ y kiwi *m*xn&z.t #t- * 

So 

>* t bTfcfc> 09*. tt, ^>/^f©.7^/S (N) immK^M 
(0 «S> ft*. *W«B«T?i!fi^5 r i7bttj fctt*>^*9C0 

-5 v > i±<fb^i$fc:£f& t tz *$tWO * > n Z K**fl?BUK £ bT{£ffl bT 4> oU>o 

"bV>o 
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J§l£PBS (Phosphate-Buffered Saline) -*»4«A*'**'C3S^*fc#^ W$> t 

n>v&mm.m&\s. a-fb^s BS?L»c^t§o ^cd&, 7po 

h 7i?aA> h t fcJ&fttnIS 2v 4—21 B «fctt|5|tt#T % - 

©<t-5iz^ UJfo«*fcfif Soffit 

r- • i • 

^l/X^ >£tf>;fr#s(Galfre, G. and Milstein, C, Methods Enzyiol. (198 
* 1) 73 ,"3-467 Wfcm~KXff*rz~tff"C #:2>v ~ 
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mMkG£.&*)®e>titz»<c7v K-vtt, 'mmommmm. mtr, hat 

y; wtejc^RGfEB £ -r >*fc*$fel,fe t h U >/t#*in vitro T*> 
it^Sn^x'D-Y«, mfcf U266 ^W^H^OUS^fSte 
63-17688 

y 7* >J >^ bfcT7 =.'9-4 -* 7 £ -t)|| »t 5 C ^TiWf £ 

*ftC*hr*t hm^m^l-Sifc^-etS (HI&&IIS1#^W()92-03918, W093 
_ -2227r W094-02602C W094=25585; W096-33735 * W096-34096-#j^) -5 
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m(D#>&M\®*mmitt (oncogene) lz£*)^mb$-&tzMM*m^Xt>£^o 

£%ttU&^mmh\sXnZ>ZttfX%% (M^ll Borrebaeck, C. A. K. 
and Larrick, J. W., THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the 
United Kingdom by MACMILLAN PUBLISHERS LTD, 1990 #1). 
Ztl*?- DNA ^'J h'-vXtttn^^^l-^^U 

^fcMmWJX&^X m±&, mmftt^Xl*. Fab, F(ab')2, Fv X(± 
High L$i©Fv fcig^fc 'J >*-T'jilg^^fe^>^;i/^x^ > Fv(scFv) (Hus 
ton, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883) 

•vm-f^Mo ^mz\t, tm*mn, mints >i>u>, ^r^titi 
ztizftm^pt-izmALtz'&s m^Kfe^muxftrnzitz wmz. co, 

M- S.. et .al...,. J. Immunol. (1994L152,_2968-2976_ ; Better, and florwitz, 
A. H., Methods Enzymol. (1989) 178, 476-496 ; Pluckthun, A. and Skerra, 
A., Methods Enzymol. (1989) 178, 497-515 ; Lamoyi, E., Methods Enzymol. 
(1986) 121, 652-663 ; Rousseaux, J. et al., Methods Enzymol. (1986) 121, 
663-669 ; Bird, R. E. and Walker, B. W., Trends Biotechnol. (1991) 9, 1 

32-137 #bs ) 0 \ 

mmmwtvx, * »; x*v >^a=i-;w (peg) m^m^t^^tzta 
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Mt"SZl 3 (Antibodies : A Laboratory Manual. Ed Harlow and David 

Lane, Cold Spring Harbor Laboratory, 1988) ZtiblzmfeZtiZ &<DT. 

£&(Enzyme-l inked immunosorbent assay ; ELISA)^£cfc X>'\70 Ztfttrg&o 

7.A,^.l5ri>.GA ^.A.^fj&ilSo. >A*7 fflV^fe 
fivkt tTvHyper D, P0R0S, Sepharose F. F. (Pharmacia) ti 5 o 

77^f<-7D7K77^H^07D?h^7'f-i:im #J;t 
lis t >$i7 D7 h ^7 7 M7 D? h ^77 f ^ M. 
«7D?h^77^-, |f^D7 F^7 7^-Wlf £> ft S (Strategies fo 
r Protein Purification and Characterization : A Laboratory Course Manual. 
Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory Press, 1996 ) 0 

une.o7D7h^7 7^-a hplc n fplc m<owMP v n -zm^x 
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$J£> 8^^ft^PJ^f&£&(Enzyme-linked immunosorbent assay ; EL ISA) » 

eia m*ft&M%ffi > ria {mtft&mfem &z^&Mftt;i&&*m^z 

fiBfcfcfc* BIAcore( Pharmacia g!0 Mnut^t^S. 

.mtomi&izmm'&ib %• ;.. ; ... 

*%W\±£tz. t hKP^ KT3 DNA : 1 £tz&3) 

703U *?3:L<tt'J>&<i:t>803U J:?)»^b<(i90X s 

di?)Vurz~&\zwm^z%m;vtz &<D%mmtft&& v*-. ■— - — 
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(0|J/Ltfx 7>^t>7t 'J 3?> l/^f h'^'J W A, £fcf±£ft£ 
£D-b't £ DNA^) tf^ins.S^ ^O^Wli, DNA'f-yroflOK 

HEM** *ff £ § So ... 
V ^ £ ft £ o £ <D T > U if 7 * 1/ h* tiU iff * U < f±@B#J#^ : 

i $Ltz\zz(Dm&®.n<p<Dmmtz>pft <tbtf mint®? * u*?- kmt 
t% \5mu±.<D*?i'*J: v&mmmife? pyzstsTyj-tyz**) 3? ? 

m<D£?temmT)v*)i7isz**- limits *x*p^;*x- h$ft>tt 

Ti/^-b 9 zf7 #'Vtf*- Kfct, DNAX&niRNA ©ffi£©f*J$ 

>*;fr 3*9 mmmzs xwrn* y^n^m 
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m^temitnmbxmmk ^vrmmommit-rzzt&xzzo 

Mmzfotx, mbm. m&iWL mmmmm, vm$k m 
m<bmmzmz.xmL mmk ^y^^m, u^v-a:^*/^ r± 
mm. mm. &m\tt t. <* % ^m&m\tTz ztwxz %<> 

iz b #o xmut 5 c £ #T £ 5 o 

*>T*#S 0 0J;tfc^ 'J^V-A, tfU-L- ViS>. iJ^yh\ 3l/7rP-/k 

UtatHfiU #£U>ft£ffl^3£i:#T*£So 0U*fcfx 0.1 ~100mg/kg, 
*?* UX.fct 0. l~50mg/kg ©^SaT**S;#t S Cl h^T' § S„ . 

gtizteteMMtzmmitisto. %LT*%w<D*»wmz&&tzftnzG 
-rzib&mzmiRtZs z\hfr*i£z*mio9^>wmz&&t%ih^** 

?9-^TOSWf<T«»^ " 



WO 01/09316 



PCT/JP00/05061 



32 

&M£-7^pSV2neo, pcDNA I, pCD8 &^©^i@^^ffl©^^^--tc 

£— £ bX&_SV40_ early promoter (Rigby_ In Williainson Jed.), Genetic Eng 

ineering, Vol.3. Academic Press, London, p.83-141( 1982) ) , EF-1 a promot 
er (Kim £ Gene 91, p.217-223 (1990)), CAG promoter (Niwa et al. Gene 10 
8, p. 193-200 (1991)), RSV LTR promoter (Gullen Methods in Enzymology 152, 
p. 684-704 (1987), SR a promoter (Takebe et al. Mol. Cell. Biol. 8, p.4 
66 (1988)), CMV immediate early promoter (Seed and Aruffo Proc. Natl. A 
cad. Sci. USA 84. p. 3365-3369 (1987)), SV40 late promoter (Gheysen and F 
iers J. Mol. Appl. Genet. 1, p.385-394 (1982)), Adenovirus late promote 
r (Kaufman et al. Mol. Cell. Biol. 9, p. 946 (1989)), HSV TK promoter H 

©- -^utj^fflT-^ s 7v^*-Z'$>ti&mm^-tt>-&\,^ — 
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hu^\y-i/3>m (Chu, G. etal. Nucl. Acid Res. 15, 1311-1326 (1987)), 

;i/S">AQc (Chen, C and Okayama, H. Hoi. Cell. Biol. 7, 2745-275 
2 (1987)), DEAE h^>& (Lopata, M. A. et al. Nucl. Acids Res. 12, 

5707-5717 (1984); Sussman, D. J. and Milman, G. Mol. Cell. Biol. 4, 164 
2-1643 (1985)), 'j *"7x??->& (Derijard, B. Cell 7, 1025-1037 (1994); 
Lamb, B. T. et al. Nature Genetics 5_, 22-30 (1993); Rabindran, S. K. et 
al. Science 259, 230-234 (1993))^©£&#& ZtiK V^tt©£&£ J;^T* 

&%&<dw ib-btuix^z*; t d -±)im t tt.(Dmm%Mti (x e h -r) . & 

attfXZZ (mm.m^ 1$, 85-90 (1995)) o v;i,^7D-x>;7*lM h^^U 

.. tire & £tr #ii?!R£ft;£>j So . ... 

ife^" mzt 5 £ £ £ J: ?) «BJ© * ysipno&MZX § s £ w- mt 

tK'J t7,^> (His-tag) , -Oyjl^yvmmm HA, t h c-myc, FLAG, Ves 
icular stomatitis )l*m? (VSV-GP) , T7 genelO *W^ft (T 

7-tag) , t h#^;^^'>'f;i/^l|^>^^M (HSV-tag) , E-tag (f^^D 

&*et-7-tm&tvxm%x£5 mmm^ n, 85-90 (i995))„ - 
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^J^.«s fiWMp"*'*;* IgG ffittTf&ftfck Protein A Sepharo 
se Protein G Sepharose &ffll*Tifcfc£tf3£fcj&^**. ##PJ3© 

fc*£CH\ ^;i/^^^->-Sepharose 4B &£<DZtl(oX. r-rfcftMWiJfclS 

-- .fttttStl*©— Jftfa&#iSt£"?VYCfck ^J^-iiv.^iK. (Harlow, E. and Lane, D.: 
Antibodies, pp. 511-552, Cold Spring Harbor Laboratory publications, New 
York (1988) ) IB«6©#&£ftoT, *fcttip&TfT*tt£v\> 
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gfl!T-5#&i:UTttx 0>J;L«x h^^>7Dyf'( >?i£ (Skolnik, 

E. Y. etal.,Cell (1991) 65, 83-90) £ffl^T*T? CI h#T*£3o -fftfr*>v 

£$PJ3© * > / ^ n t ssp t 3 # y ) w % * b x t z t &^m £ n s uron^ 

ffiffc WSW*,^ IFrJK»WK) it)77-^^- Ugtll, ZAP ft if) £ 
fflOfc cDNA 7 -WlU :n^ LB-T^D-^±T*^^^7 4 )i>* 

2M6W©* Wt^RCBteLfcirf- r-'Xli** 'J ^tVk (0>U(f GST ft if) £ 

£tz, *#&«!©** ';-r>^©ffeOiii:bt(l 2-'W 
_.7*.U..« K^ZrA. (Fields,..?.., and Sternglanz, R.,Trends. Genet. (1994) 1 
0, 286-292 x Dalton S, and Treisman R (1992)Characterization of SAP-1, a - 
protein recruited by serum response factor to. the c^fos serum response e 
lement. Cell 68, 597-612x ' ^MATCHMAKER Two-Hybrid Systemj , FMammalian M 
ATCHMAKER Two-Hybrid Assay Kitj , TmatCHMAKER One-Hybrid Systemj (^?tl 
t)^P>r-y >7#m. ""HybriZAP Two-Hybrid Vector Systemj U h ? * ¥-> 
tt*0) 4M^^Tff9^^^f^tl^o 2-n^7*'; y >*^^7 1 A(C^V^Ttt^ * 
%W<D9>rt9n£fc&%OUft'<7? K£ SRF DNA UiiaWit £.fz\& GAL4 DNA 
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mtmm tm-tr^mxmmt z&ott cdna ^ << u zti%±.& 

wmmmtm x u £ nit n& 7 D - > ^ ^ ^ 75 u - s* cdna 

nW. L/ cDNA £ (3 # A t X 3 Z t iz £ 0. s U cDNA #"3 — 

tZ&^xm^nZi'*-*-T&fc¥tLT&. mx.K, HIS3&<5^CDft!lx Ade2 
aifs^ LacZ jffc^ CAT at'te^ 7 x 7— -S3t£^ PAf-i (Plasminogen 
activator, inhibitor typel)it^^W^{f ZtltW, Ztlt>lz®m£nte\,*o 

* - 5 1 - * 5 A CD Jift: C B9£ U .' C C K *I6 W © * > > * 7 f| i; -f 5 * > M 

7 s lx v > s c: i: ^mintitttfiifl -r s o c ©^©^^ 

^U^DNA^T'D-T'fcl/TcDNA^-r 7*5 'j-£77 U --^"f 1(3 
b.fcv W tf-fe S CI k 4>T- § 5. ^® 7*7 X^e > 
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±tPi i/ 7j- )V t U T »J 7 )V * 4 A jH*-r S £ h # qT&T* & 5 (0J * B I Acore^ 
Pharmacia SOo BIAcore^0/Vf**>t^-*J^ v 3£fc£<fc 

**** 'j-->^-r-5^-^> =j>tr^- h ^M^h s/w 

h&fflOfe3£ ->^^(Wrighton NC; Farrell FX; Chang R; 

Kashyap AK; Barbone FP; Mulcahy LS;Johnson DL; Barrett RW; Jolliffe LK; 

Dower WJ., Small peptides as potent mimetics of the protein hormone ery 
thropoietin, Science (UNITED STATES) Jul 26 1996, 273 p458-64, Verdine G 
L., The combinatorial chemistry of nature. Nature (ENGLAND) Nov 7 1996, 
384 pll-13> Hogan JC Jr., Directed combinatorial chemistry. Nature (ENGLA 
ND) Nov 7 1996, 384 pl7-9) #M§|g#£&*0-e&5<> 

••••• • riP ■ 

tys\ T>M:t N ?>^>V-<Dm%thXtiim 

"^©TOT^flS^'isS^r 0*K^'T7t18«:Wctrb RffttaySrWttfnfr - 
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mn$nzufrb^<mm. mmu±, mfc^m^*. mmm. ?ub 
#k mm®. wmmmis ££#k summ* real Bfijm 

xmmTzz£t±^xmm<btzztmzbnzo zhbmmtmzmgj 
md-mixm™ z nfrmffl(Dm%te®mti s m ^ ft a £ ? £ -t a & a <, 

trt*#Js ^ > k 7 # ^ «fi^ g j; ? i ^ ft a » 

^ >t£#ffiiSt&Wx 0iJx.«:tf U v;i/^- h 80 ( ™> , HC0-50 \SC * «fc^. 

^Misicii & 7 p ^^¥5o — 
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iotiii^li^ Wit {i*a^J9^T*(ijit6gA(#:m 60kg t LT) 
160kgi:LT) K43^Tfcfc> 1 Bfcfc WO.l *>e> lOOmg, b < «:$J 1.0 
-fc^.vx.ttx- Ifx. LHJl!>.*& 0.01 .fr.S, 30mg N . U < M_0_. 1 20mgx J; 

Ml] *'J^t3'7'iSU* cDNA7-f77'j-©fn& 
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mtftifraSmte NT-2 nmmmmm (Stratagene a«k *)ffi\) 

7VHC Utfot NT-2 I/f-y W bT^^ 2 319% 

^fc«f#«Dlia&*n^n^«)tx (J. Sambrook, E, F. Fritsch & T. Ma 
niatis, Molecular Cloning Second edition, Cold Spring harbor Laboratory 
Press 1989) !3«c©#i£t3 <fc t) mRNA fcffcffiUfco £6£ N ^ »J zi dT -fe;UD-^ 
T' poly(A)* RNA*»SUfco 

'pHtC* t htfjfttffefK (0VARC1) <fc*K *it (J. Sambrook, E. F. Fritsch 
& T. Maniatis, Molecular Cloning Second edition, Cold Spring harbor Labo 
ratory Press, 1989) §3«©^^«fc t) mRNA ifeiHibf;. 2££ s ^iJzTdT-fe 
Jl/0-^T-poly(A) + RNA£ffil£bfc 0 

^ti^ft© poly(A) f RNA «t D^'J =f**7*& [M. Maruyama and S. Sugano, 
Gene, 138: 171-174 (1994)]tc£ 0 cDNA 7>T 77 U -ScffrEfcbfco Oligo-cap 1 
inker (agcaucgagu cggccuuguu ggccuacugg/SB^J#^- : 5) N iJjiT^Oligo dT p 
rimer (gcggctgaag acggcctatg tggccttttt tttttttttt tt/K#l#-f : 6 ) 
t^T^itt MSM H^, 41: 197-201 (1996K Y. Suzuki e 

t al Gene , 200 : 149r 1 56 (1 997 ).] £ +\\ X & Z «fc o £ JAP (Bacterial Alkal i 
ne Phosphatase) MIL TAP (Tobacco Acid Phosphatase) ML RNA 7 -Y — % > 
a>> ffi-aicDNAC^fiRfcRNAOl^ifSfTofc, &^T% 5' (agcatcgagt cggc 
cttgtt g/SB^J#^ : 7 ) t 3' (gcggctgaag acggcctatg t/WMtt : 8 ) © P 
CR7*^-T £fl!^PCR (polymerase chain reaction) (3 <k *) 2#$gcDNA{3f£f!& 
U Sfil-CWWbfc. ftV^\ Dralll T*«bfc^*-pUC19FL3^ SfcttpME 
18SFL3 (GenBank AB009864, Expression vector) (NT2RP3, 0VARC1) Id cDNA©# 
ftt4£&»T*P--->?'U cDNA^rvU-fcltf&bfco £ft& «fc Dftfc* 
D-XDr^U H DNA fco^Ts cDNA© 5 J 3^*fe(i 3'^©^MiB5»JS DNA 
~— >r > S> > ^SSM(DyVTerminatorCycle Sequent ing FS Ready Reaction Kit, - - 
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♦ • 

dRhodamine Terminator Cycle Sequencing FS Ready Reaction Ki^ SfcteBigD 
ye Terminator Cycle Sequencing FS Ready Reaction Kit, PE Biosystems # 

m) ^ - 3.7 Mz'&^xis-^y is yy dna^>-^>-^- (abi 

PRISM 377, PE Biosystems ftjH) T* DNA X&mWNfi Lfco mbhtczr-f 

NT2RP3 <D* U 3** y cDNA 7^7 U.-tiU MMfO^S^ 

■^&^^*-pME18SFL3 £ffl^T{tMUfc 0 pME18SFL3 fctt^D-^^tf 
<4cD±^t(Z SR a 7" P t - * - £ SV40 smal l t /f > h D > #ffll^& £tlT33 Dn 
*tz*<DTtfi£.& SV40 'J A ^in^y^^SB^J^A^ntV^o pME18SFL3 
O) ^n->IKW» Drain it-T b^ftoTfctK cDNA Kfr©*i«KL 

ttcntffiffiflfja sfii zm*ttimvz^i<D?. ?u-yfc\stz cDNAUtM-(±sr 

p->T-(i> ff.^ntr^^^ K^^©^^C0S«{3#A--r5Ch^ctt)x - ; 

[HWJ2], si- y =r^-v- y ^£-7'f^K Ufc" cDNA ; 7-f 77'J-*^©^D-y 
*U:J*V v y^ifUttz t h cDNA 7 -f "75. d->©5' -*«f0 . 

S£^p->£o^-C, ^J±7 J -^^-^4 I ©etftImRNABB^J«t0*< 5 

ilfeo#7^77 U-T*©cDNA^P->©5'-«®£« [£S?P->ifc 

/ >Wl+W£l& irtr^^m ] mtomk ttm-rzz t iz x- - 
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rf** y^T'TObfe t K<5DNA^D->0 5'-i|ltE5U©±ftJ(K^»fc:*V^ 

[m.mm 3 ] ATGpr £ ESTiMateFL T*© cDNA © 5' -*i$©:£fi¥©?IMffl 
ATGpr its ATG 3 K ■>0mm<D&m<Dti®L&e>WtRWt&3 K >T* 
^^aiJT-5fc«)(w^U y^fiff^fifr© A. A. Salamov, T. Nishikawa, M. B. Sw 
indeils ,*)M5k-gtltz.7ti?7 A*e$'2(A."A. Salamov, T. Nishikawa, M. 
B. Swindells, Bioinformatics, 14: 384-390 (1998); http://www.hri.co.jp/ 
atgpr/) 0 fcSJUfcts ^©ATGfrlt©FJ&:3>*>T'&£M#ffi (WTATGprl htm 
tZ>Z-t$>ibZ>) X-mLtc (0.05-0. 94)o.^ d©:/Dy7 A© cDNA© 5'-« 

-e & * ^ a ft u * i ^&o)Mm%v>&& t it t & iz m t mm 

.7? U -fr*><D cDNA ^ D->© 5'-»J(:Iffl LT ATGprl {ffi£ 0.6 W± 
t^D-> UfeW^s > (0RF © N-*Jftj £ X * -3* □ - >) ff 

ffiOlS&fcftgttttfc'* 82-~83JS$3f±#Lfc. NT2RP3001938 # £tf 0VARC100 

0945 © SMmm(OMck ATGprliStt>.^.n^n 0,32x 0.74 

ESTiMateFL ££5? P~^©ffiiSfTofeo ESTiMateFL «u 
^-*4>© EST © 5' -*$8iB?!K> 3' -&mn tOitmz «fc ££;5 cDNA © Rl^tt 

... t 

EST ^itsi^ttv *.0^D.->fct r£gT?ttfct>qfffeteiPK^j 

© EST iS5U«t 0 § < 5' tmux^ito&sib S^tt 5' -3fr«jWfiV^ n-r> 

"-e" r^©M"# 50 Jfi'»^w©^^twtc-^^D; ^n-etdtfiv\»«#±~ 
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&t bfco «JCD mRNA iityh Ltzt P-*><D 5' -**NE$!I®«£\ EST T'ifeS 
fcfFfflUfcffiSI© 9 *>©^ 80%^M© mRNA fcflf S 5' -&H&m<bim"C$± 
I^oti'D, EST T- 5'-*WJ^iI^ilfeS?J©^ *>3fc*J 80%^gE^n 
©mRNAd^-rSMT'*) 5' VNfeo EST fc©Jt8tfc«fc 
%%±&b L£©fHET'fciu i£®flf$fctS EST©»^fttf^$JMjg&ilg£ 
ftmEST#^&^i^£&^$J^^ CO 

5' -*min-z<b±&wm m<D* u * 7m: <t£ cdna ? d- 

tz, ESTiMateFL & N te^-f"*-*^® EST-e»*»3aa»*-S t h*»I mRNA 
0 cDNA O 3' -*^IB?!l©£ftt£&M-f Sfcfciu ttfc£8(rfc£8cT?* £. 
.tlDCD^^CJDMO^, rq-OVARC1000945j t±, ^£ftT*fc£fit*#Hv^ 
/J>&< 5'*«iB^J»S^tt3 , 5ki|lii29!lo^1"n^ feSVN(ii3a^T*t • 

£tz, rc-NT2RP3001938j fcfc, ±&Z*$>>)s 5'*$iB0Jfc#^tra--Cift* t h 
ESTia#]&#2 ('>&< fc4> 5' pfe^ea^iJ^S ^gH^J<DV%-rn^ 

S«.lBj--e.fe.?> b h EST JB?J&#1 feU 5>;DL®* D->*M< ) fc&fcfcU 

- • - j • 

P->0D«^ff o fee WTt-^-r 31 ffl©R«0*^— B -7t^7 7 1?0 

7x;®m\ (v>mnv>mimmt>^$s) i^xij-iu ncbi tblastn2. 

0£<fcD£-sU «y ^^7D->^^1-S^^Di;-^$diS:^fco fflftffi (Expec 
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mm? 


GenBankT^-bX^ 


hLKBl 


9 


gi 13024670 


hVRKl 


10 


gi 14507903 


hCDC2 


i i 


gi 14502709 ■ 


hAuroraKl 


1 2 


gb|AAC12708.1 . 


hAuroraK2 


1 3 


gi 14759178 


hIKKA 


.14 


gb|AAC5 1662.1 


hMKK3 


15 


gb|AAB40653.1 


hERKl 


1 6 


pir|A48082 


hRAFl 


1 7 


gi 14506401 


hAKT 


1 8 


gi 14885061 


hPIKP85 


19 


sp|P27986 


hATM 


2 0 


gi|4502267 


hc-src 


2 1 


gi 14758078 


hJAKl 


2 2 


ref |NP_002218._L. 


hFLTl 


2 3 


gb|AAC16449.1 


hPP2A 


2 4 


gi 14506017 


hMKP2 


2 5 


gb|AAC50452.1 


hVHR 


. 2 6 


gi 14758208 


hPTP-SL 


2 7 


gi 14506325 


hSTEP 


2 8 


sp|P54829 


hPTEN 


2 9 


gi 14506249 


CdcHBl 


30 


gblAADl 5415.1 


DUSP12 


-----3 1 - 


gi 16005956 
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AK000449 


3 2 


gi 18923413 


DUS7 


3 3 


sp|Q16829 


Call 1UCUI 111 n. aipiia 


3 4 


ei 16715568 


PNPl 


3 5 


emb|CAA56124.1 


TPTE 


3 6 


gi 17019559 


PPP1CC 


3 7 


gi 14506007 


PP-1 gamma 


3 8 


• .gb| AMI 9823.1 


PP2A 


3 9 


gi 14506017 



(nn 







»37 

(score) 


(expect) 


hAuroraKl 


C-NT2RP3001938 


55 


4e-08 


hAuroraK2 


C-NT2RP3001938 


51 


u 5e-07 


hMKK3 


C-NT2RP3001938 


80 


7e-16 . 


hRAFl 


C-NT2RP3001938 


62 


4e-10 


PNPl 


C-OVARC1000945 


93 


5e-19 



ZcDmm, ffl&U&l^ rc-NT2RP3001938j i"C-0VARC1000945j ©2*D 

• 7^77^ —em&m-j tu-> (kp*d-» t 

f 
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i-4vvm**v hfflODNAttWT©«fc^t:«fi!lLfc« tftt>*>. *fll®£96 
h©§H7 x;i/£J£*U(LB 37U 16 *<O^*«0-SP*. 

96 3*71/- r© 10//1 ^o^&LfeMMTk^MU 100'CT* 10 «Ilfe 
PCR £j&©-U->7>£ UTf£ffl Ufco PCR tt TaKaRa PCR Amplification Kit 
(SaJH) fcfflW 7o h3-^fcttoT 1&J5&20 /il©gJ6»«ffTofe, 7* 
K©^ >it- h cWh&Mmt5tztblZ,7' : 7'( ^yi/>?M 
0/7^ V-ME761FW (5' tacggaagtgttacttctgc3' /gE?U#^ :4 0)t MEi250RV 
(5'tgtgggaggttttttctcta3Via^!i#-l- : 4 1)0^7- ££&M13M4 (5'gttt 
tcccagtcacgac3' /ie?!]#-f : 4 2)t M13RV (5'caggaaacagctatgac3' /@2^J# 
f : 4 3 )<D^T— %mm istzo PCR ^Jfott, GeneAmp System9600 (PE/'W tT^^ 
fAXai) -C, 95 0 C5t>F»I1^ 95°C10fX 68°Cl frfST* 10 7;i/U £ 
£>{;: 98°C20#P^ V 60°C3 »WC 20 it^f 7;i/firV\ 72°C10 ^fflrff vtzo PCRS 
Jfo&, 2 ,ul©SJfo*i££ lyoTXu-xyjlsm^tikMLX. ^ft^S^AT'DNA 

t-h^^r?^; K£s T;i/*UJftm^ (J Sambrook, EF Fritsh, T Mania 
tis, Molecular Cloning, A laboratory manual / 2nd edition, Cold Spring H 
arbor Laboratory Press, 1989) T'Mbfeo 

. DNA T\s-KD{%m*\XT<»SL o £fro fc 0 384 ^7*1/- h x;i/£ DNA 
&Ltzo ±ju>m (^-U ^0DNA©7stf y^-r >^(±, Biomek 

2000 7^7> U— M— 5/3>5/yl5r£ (^y * — #8!0 CD 3 
84 f>^-;U>£fflVNTf-r^feo -r^t»*»s DNA©Aofc 384^71/- h£-fey h 
Ufco ^ODNA^t, l^>^-;UO 384 fiOMtife^4^(3^U DNA 

^VtzMkZi-J V>m£7>#VT4 >7Ufco7>tfy h LfcDNA®£tt£J;l>\ 
?M o>fli^sO@^^ (J Sambrook, EF Fritsh, T Maniatis, Molecular C 
-lotting,- A laboratory manual / 2nd editionrCold Spring Harbor Laboratory 
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Press, 1989) fcftoTff^fco 

/>-{ /ij ^ a >©r D-ri: i/ttts 7.5^*7 >f v h-7"T-7^i;> 

?Ltz 1st strand cDNA &.ffifflbfc-«, 1st strand cDNA ©'□JS&li Thernioscript (TM> 
RT-PCR System (GlBCOttSO Sffl^Tffofe. ttat>%. t r-0£JiI«a# mR 
NA (ClontecMlgSD £> 1.5 /zg £^ 1 #1 50 //M Oligo (dT)20 fcffl^Tx.-SO 
//Ci [a 33 P]dATP £tt UTOTCD^o 1st strand cDNA 

mLfzo 7*d-7*cdMM«U ProbeQuant !T!i) G-50 micro column (?7i/t A7 y 

2 units E coli RNase H fcMJUTs ^iST* 10 $NS<f >*a^- b U £££ 
100 ULgiL V G0T-1 DMA (GIBC0 ttiO *mi)QbX, 97°CT- 10 #|HK->*.x'<- 

7^*7^ V h-77^iHf;7P-^ DNA 7l/-f ^O/W -S- 
^3>(±v (J Sambrook, EF Fritsh, T Maniatis, Molecular Cloning, A 
laboratory manual / 2nd edition, Cold Spring Harbor Laboratory Press, 19 

89) fctt^Tff^fe. mm±, i-4u>m*to&m (2xssc, ixsds) *t-> 

gffi ($26°C) T*20^O'r >^rJ-^-h^3lp]»bfc^ &M2 (0.1X 

ssc, u_sds) +^ 1 65 , W2g ? v*?.?^-.. 

BAS2000 (g±¥-^7 4 CCK ^-^rU- h£ffi^Tlfcf# Lfc. tftfo 

*> v 7'J ^ -tf-> a > bf:H d >i^7 >7 r» J*—?.? 

BAS2000 £fflWCjB*rU ^-h^^^^^A^ii^cp-r^^urs^^^ 

«IUTiBSbfe.o =SDNA^^>> h©^^^-;i/^)t©fi¥*f(i, Visage High Densit 
y Grid Analysis Systems (^x,/ ^ >y*V 'J a-7 >X*±S!Q Sffl^TfT t\ 
^^MM^-^Mbbfeo t*-^{± Duplicate T?8tf9U. €0f?5H4(i 2 
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•fSXtfy h^MtT2fgWf*l©^^^^fiT*S>0s M&&(±r=0.97T*&£o 
x-*cOl?3it^+#^;t5o 

&te¥%mMm<Dtm®m*. p >j$cx* * h bfc dna tm^^D 

^^^^^©^jP^^WUT^a^ofeo DNA bT lis PLACE1008092 (G 
enBank Accession No.AFi07253 tm~) ^lllf:. PLACE 100809 

2© DNA7l/^§#ilfeo 7*D-:/tbt&> PLACE 1008092 © mRNA £ in vitr 
oi§r/?jtU dco RNA Slit LTs fltfM©7-p-r^Si^i:|Bl^(iUT> 
7^Vh-rt7^'J >£*bfc 1st strand cDNA bT^ffl bfco PLACE100 

8092 <D mRNA £ in vitro &f£? 5 tztb fc, pBluescript SK(-)co T7 7*a^-*- 
ffliJC PLACE1008092 co 5' *J|S^^nS J: 3 CJfi^e^fcr^X S fSMl 
fco -rtat>-*>, pME18SFL3 CDftMB&ft Drain B»»ttfc:»#&£ft;fc PLACE1008 
092 mmmm Xhol THZJt&r bT PLACE1008092 fcflj ♦) tB bfco Xhol 
U-T* 5 pBluescript SKH^ SOO tti bfc PLACE1008092 &*DNA ligation kit 
ver.2 (S4t*l) >3>bfco pBluescript SK(-)C*B^#*fc 

PLACE1008092 CO mRNA CO in vitro ^jix Ai?pl iscribe 1 ™' T7 high yield trans., 
cription kit (Epicentre technologies ttfi) %m*TiT?tz 0 /WTW'fH? 
-> a >&<fctf& DNA * y h CO-> yj-)m<DMffi&> Ifij&Qfi&t nfflzft o 

fco yu-rmstifi lxioWmi «Tm rD-y^tzjt^Jbfe^^^i'ii " 

. • i • • 

■auSE**40feiiT©^sHy htt-t|{c<gu^co^^;i/i:bfco lxi0 T ~0.i #g/ 
ml ottH^rD-rM46?#»^^^;H»©*»^* 0> *fcfctl$&fc bTtttf 
> It 0 &3tfitt# 1 : 100, 000 CO mRNA CO^m^ET-fe h . 

# cDNA :-©5B3S**-2 fc-^,-*g^ftB:-0M0 r 000 COt&ffiT'^bfco- r C-NT2RP300 - 
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1938j ifcitr rc-0VARC1000945j • tt, *n*ft'J>&< fcfe 



"(*2) 







» 


Tffift 


' HM 


m 


• wm 


AH* 




GAPDH 


38.210 


32.670 


23.820 


13.580 


11.230 


21.120 


24.910 


22.440 




279.280 


368.870 


111.100 


117.500 


92.880 


114.650 


82.990 


256.790 


NT2RP3001938 


40.274 


25.723 


28.062 


7.496 


13.890 


31.768 


21.367 


10.885 


OVARC1000945 


72.670 


66.756 


35.734 


31.061 


28.439 


44.288 


57.299 


34.609 



<fb> W^M57T K U--fbA* (glycated protein) fc> MtfEGWrfb-* Wt 
V%X&%1&%y&\\M% (advanced glycosylation endproduct) ^J55o ^CT* 

7-fV h— 7*1? ^ ^;Vbfe 1st strand cDNA 7*P— 7£flH>*t> huIB^DNATU 
>f £/W 7* »; ^>f-tf-;>3 >U/£\ y r© : >^*;i/£ BAS2000 -e&mbT 

ArrayGauge (m±¥K7 >f ;i/A*tg£) T?Mf btz> \ }. 

* 50mM Glucose <D U >g^y 7 7-*T 37°C N 8 fflO^a^- r bTfi&l'b 

iE'^b h#»^J^« (Cell Applications ttHi) (i> ffiHWfllfliCDx'f v 
i/a. (Falcon *ttO ^ffl^Ts endothelial cell growth medium (Cell Applica 
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tionsttio (37°c, 5% co 2 , pm tzxti, mm^tco 

7=- 250 ug/m\ mnisZ 33 0v5P B ^ >*a^- KUfco»b>£© mRNA©^ 
tH(i;FastTrack (TM) 2.0 kit (Invitrogen *±®0 fcffl^Tffofco /W 7'J^-tf 

C^x-To rC-NT2RP3001938j (± N flMtf^?Bg^Sto£Kfco 



(*3) 









«*«Kb&s 






&*«f<b«jS'>i' 




GAPDH(Crl) 


100.81 


134.21 


115.16 


1.33 


1.14 


/7actin(Cr2) 


1101.9 


1092.57 


997.36 


0.99 


0.91 


NT2RP3001938 


44.42 


42.62 


38.19 


0.96 


0.9 



mmmr] mn-mmmmm&ttamm '<■ 

H^tLT^fafc^ftT^TV^ (United States Environmental Protection Age 
ncy: Ozone Depletion Home Page x http://www.epa.gov/ozone/)o Mft%iLtiPf$.fli 

- - tDfWMfeftW^IMtSIIIS-CCgll Applications M) (±s tg#JEl{cu>7 
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;i/x> Ht^HUTs 254 nmO^MSl* 10,000 ^J/cm 2 »Lfco Ifflll&frfc© m 
RNA ©fflffltts *I|}0», ilfi4M*fcl±2 4^f B mtbfe«^t 
iz^ FastTrack™ 2.0 mRNA isolation kit (Invitrogen ttSl) fefflWCtTofco 
;W ^y^W -g— >3>ffl©7*D — >yiixd©inRNA 1.5 #g£fflV^ 

©flBIISC^^MH^ ^U©«©i/^^;i/ffi>fei:b^Ufeo itKtttziei* t 

0.05 TiliRUfco fcJSMfffclu ^^;WiOfS^^D->T'feoT*^^^tatWi- 

^nen«©#3afe^(coi>T->^;i/fli©¥±9 (m p m 2 ) (s, 2 , 

s 2 2 ) &Jj<#>s lfc«[tS2o-Oimjia©W*^»^&^fi^*^lR s 2 £#«)fco t 
= (M, - it)/s/(l/3+l/3) w ft*»fe. g fiJK4i:UT t^«©^^7kip©» 
0.05 0.01 tt> t fifii:J:b®tU-C. {g#*§^Ji^£*ft-£*ip<0.05, £ 

p<o.oi T-^«©iw©^tii^sa^bfeo^{b0iffliat3a^ 

T %ffi#> jam _(i>_£ £«M4>£ _(-! .S3 Ufeo. 

- *©)BJI, rC-oVARC1000945 jfcJu <fco 41$'|SI&g;£tt 2 41$ 

i 

(*4) 



Clone 


UV Oh 


UV 4h 


UV 24h 


t test 


4h 24h 

y- v- 


Exp.1 Exp. 2 Exp. 3 


Exp.1 Exp. 2 Exp. 3 


Exp.1 Exp. 2 Exp. 3 


0/4 0/24 


GAPOH(Crl) 
/?actin(Cr2) 


0 1.29 0.1 
256.82 283.53 414.29 


0.9 0.06 1.18 
388.38 117.29 329.8 


1.49 0.47 0 
189.18 190.26 157.87 


* 






IF 14.98 13.39 


5.7! 5.B2 7.78 


IT 4.11 2. re 


tt ■■ *r 
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1. TIB (a) frh (d) 0^-Tix^{3HB®9 DNAp 

(a) : 2 *fcl±4 fc|Btt©7'$ ^«ffi»^«eS^ >^^R*3- H 
-T3 DNAo 

(b) Un^. : 1 ■$fett3 ti3«©JfiSiB9J03^KTi«*d'fr DNAo 

(c) SC9llS-# : 2^fc(i4K:tBiiCDT^y^B2^JK:^v>-C ieu<tttMft©T 

: 2 t^tt4fci3|&<&7$'y'i?ffi0J^^ 

( d ) K#J#9 : 1 * It « 3 fcfiB^OigSffi^j ft £ DNA £ X h U > ^ * > h 

ft»T-e >w y u 4^ x E^J#-t : 2 s Aiztmvr s smimfrh' 

2. ie^U#^ : 2*fett4tltBtt07 , ^yKE^j^6&S^>^^H©aJ^ 

3 . It^J® 1 I;fcfct2 tcfBie© DNA £ «fc t) '3- KSttfc* y^^R^feH:^^ 

_.ib*° .. ... 

4 . m^mi 2 taa«oBNA trnxstut*? *-* 

5 . aifM 1 £tz\*2 fcg3«0DNA *fctt^^S4.fc:fa«©^^^^*^ f 

8 . mm^ : 1 1 tz 3 let zmnmmwi » & 5 dna g- tz \±z ommmt 

-*§*§ft jpT&rCtr*" 1" 5-7 ^ u H ^ U ^ ^ v^-^ Ko 
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( b ) >J*9 n * fct * 0 77- K t %fftgm a ©fe-^JStt fcjfcfflf 5 
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SEQUENCE LISTING 

<110> Helix Research Institute 

<120> Novel genes encoding protein kinase or protein 
phosphatase. 

<130> H1-107PCT3 

<140> 
<141> 

<150> JP 1999-248036 
<151> 1999-07-29 

<150> JP 2000-118776 
<151> 2000-01-11 



<150> JP 2000-183767 
<151> 2000-05-02 

<150> H1-107DP4 
<151> 2000-06-09 

<150> US 60/159590 

<151>_1999=10--18- 



WO 01/09316 



PCT/JPOO/05061 



2/172 

<150> US 60/183322 
<151> 2000-02-17 

<160> 43 

<170> Pateatln Ver. 2.0 

<210> 1 ; '•' 

<211> 2174 

<212> DNA 

<213> Hoio sapiens 

<220> 
<221> CDS 

<222> (366).. (1619) . 

<400> 1 - • 

ccccgccttc tcgctgccca gccccgggga gggaggcggg gccgcgaccc cggcgcgggt 60 

ggggcgaatg cgttcccagc gggtagcctg gggctggtgc agagttccaa gcccacggcc 120 

ccggtcgcgg cctcgccgcc ctcccgcgcc ccgcgccggg agcgggccta gagcgctcgc 180 

ctcgcccctc cgcgagcagg gctctggcgc ccgcccctgt ccgcaccgct ggcagcctga 240 
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agagagtcgc tggccgtggt cgccgctagg taggatatat ctgcatcttg aaaggaagat 300 

aaaacaaaag ccttctttgg aatagatgga tttttgtcac tttctgtgtg aactaaagtg 360 

attca atg tct ctt ttg gat tgc ttc tgc act tea aga aca caa gtt gaa 410 
Met Ser Leu Leu Asp Cys Phe Cys Thr Ser Arg Thr Gin Val Glu 

1 , 5 10 15 

tea etc aga cct gaa aaa cag tct gaa acc agt ate cat caa tac ttg 458 
Ser Leu Arg Pro Glu Lys Gin Ser Glu Thr Ser He His Gin Tyr Leu 
20 25 30 

gtt gat gag cca acc ctt tec tgg tea cgt cca tec act aga gec agt 506 
Val Asp, Glu Pro Thr Leu Ser Trp Ser Arg Pro Ser Thr Arg Ala Ser 
35 40 45 

gaa gta eta tgt tec acc aac gtt tct cac tat gag etc caa gta gaa 554 
Glu Val Leu Cys Ser Thr Asn Val Ser His Tyr Glu Leu Gin Val Glu - 
50 55 60 

ata gga aga gga ttt gac aac ttg act tct gtc cat ctt gca egg cat 602 
He Gly Arg Gly Phe Asp Asn Leu Thr Ser Val His Leu Ala Arg His 
65 70 75 

act ccc aca gga aca ctg gta act ata aaa att aca aat ctg gaa aac 650 
Thr-P-ro -Thp-Gly-Thr Leu-Val-Thr Ile-L-ys He Thr Asn Leu Glu Asn — 
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80 85 90 95 

* 

tgc aat gaa gaa cgc ctg aaa get tta cag aaa gec gtg att eta tec 698 
Cys Asn Glu Glu Arg Leu Lys Ala Leu Gin Lys Ala Val He Leu Ser 
100 105 110 

cac ttt ttc egg cat ccc aat att aca act tat tgg aca gtt ttc act 746 
His Phe Phe Arg His Pro Asn He Thr Thr Tyr Trp Thr Val Phe Thr 
115 120 125 

gtt ggc age tgg ctt tgg gtt att tct cca ttt atg gec tat ggt tea 794 
Val Gly Ser Trp Leu Trp Val He Ser Pro Phe Met Ala Tyr Gly Ser 
130 135 140 

gca agt caa etc ttg agg acc tat ttt cct gaa gga atg agt gaa act 842 
Ala Ser Gin Leu Leu Arg Thr Tyr Phe Pro Glu Gly Met Ser Glu Thr 
145 150 155 

tta ata aga aac att etc ttt gga gec gtg aga ggg ttg aac tat ctg 890 
Leu He Arg Asn Me Leu Phe Gly Ala Val Arg Gly Leu Asn Tyr Leu 
160 165 170 175 

cac caa aat ggc tgt att cac agg agt att aaa gec age cat ate etc 938 
His Gin Asn Gly Cys He His Arg Ser He Lys Ala Ser His He Leu 
180 185 190 
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att tct ggt gat ggc eta gtg ace etc tct ggc ctg tec cat ctg cat 986 

He Ser Gly Asp Gly Leu Val Thr Leu Ser Gly Leu Ser His Leu His 
195 200 205 

agt ttg gtt aag cat gga cag agg cat agg get gtg tat gat ttc cca 1034 
Ser Leu Val Lys His Gly Gin Arg His Arg Ala Val Tyr Asp Phe Pro 
210 215 220 

cag ttc age aca tea gtg cag ccg tgg ctg agt cca gaa eta ctg aga 1082 
Gin Phe Ser Thr Ser Val Gin Pro Trp Leu Ser Pro Glu Leu Leu Arg 
225 230 235 

cag gat tta cat ggg tat aat gtg aag tea gat att tac agt gtt ggg 1130 
Gin Asp Leu His Gly Tyr Asn Val Lys Ser Asp He Tyr Ser Val Gly 
240* 245 250 255 

att aca gca tgt gaa tta gee agt _ggg cag gtg cct ttc cag gac atg 1178 
He Thr Ala Cys Glu Leu Ala Ser Gly Gin Val Pro Phe Gin Asp Met 
260 265 270 

cat aga act cag atg ctg tta cag aaa ctg aaa ggt cct cct tat age 1226 
His Arg Thr Gin Met Leu Leu Gin Lys Leu Lys Gly Pro Pro Tyr Ser 
275 280 285 . 

cca ttg gat ate agt att ttc cct caa tea gaa tec aga atg aaa aat 1274 
- Pro Leu Asp -He-Ser -He Phe- Pro Gln-Ser-Glu Ser Arg Met-Lys-Asn 
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290 295 300 

tec cag tea ggt gta gac tct ggg att gga gaa agt gtg ctt gtc tec 1322. 
. Ser Gin Ser Gly Val Asp Ser Gly He Gly Glu Ser Val Leu Val Ser 
305 310 315 

agt gga act cac aca' gta aat agt gac cga tta cac aca cca tec tea 1370 

Ser Gly Thr His Thr Val Asn Ser Asp Arg Leu His Thr Pro Ser Ser 
320 325 330 . 335 

aaa act ttc tct cct gec ttc ttt age ttg gta cag etc tgt ttg caa 1418 

Lys Thr Phe Ser Pro Ala Phe Phe Ser Leu Val Glh Leu Cys Leu Gin 
340 345 350 

caa gat cct gag aaa agg cca tea gca age agt tta ttg tec cat gtt 1466 

Gin Asp Pro Glu Lys Arg Pro Ser Ala Ser Ser Leu Leu Ser His Val 
355 360 365 



ttc ttc aaa cag atg aaa gaa gaa age cag gat tea ata ctt tea ctg 1514 
Phe Phe Lys Gin Met Lys Glu Glu Ser Gin Asp Ser lie Leu Ser Leu 
370 375 380 

ttg cct cct get tat aac aag cca tea ata tea ttg cct cca gtg tta 1562 
Leu Pro Pro Ala Tyr Asn Lys Pro Ser He Ser Leu Pro Pro Val Leu 
385 390 395 
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cct tgg act gag cca gaa tgt gat ttt cct gat gaa aaa gac tea tac 1610 
Pro Trp Thr Glu Pro Glu Cys Asp Phe Pro Asp Glu Lys Asp Ser Tyr 
400 405 410 415 

tgg gaa ttc tagggctgee aaatcatttt atgtcctata tacttgacac 1659 
Trp Glu Phe 

tttctccttg ctgettttte ttctgtattt ctaggtacaa ataccagaat tatacttgaa 1719 
aatacagttg gtgcactgga gaatctatta tttaaaacca ctctgttcaa aggggcacca 1779 
gtttgtagtc cctctgtttc gcacagagta ctatgacaag gaaacatcag aattactaat 1839 
ctagctagtg tcatttattc tggaattttt ttctaagctg tgactaactc tttttatctc 1899 
tcaatataat ttttgageca gttaattttt ttcagtattt tgctgtccct tgggaatggg 1959 
ccctcagagg acagtgette caagtacatc ttctcccaga ttctctggcc tttttaatga 2019 
gctattgtta aaccaacagg ctagtttatc ttacatcaga cccttttctg gtagagggaa 2079 
aatgtttgtg ctttcccttt ttcttctgtt aatacttatg gtaacaccta actgagcctc 2139 
actcacatta aatgattcac ttgaaatata tacag 2174 
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<210> 2 
<211> 418 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Met Ser Leu Leu Asp Cys Phe Cys Thr Ser Arg Thr Gin Val Glu Ser 
1 5 10 15 

Leu Arg Pro Glu Lys Gin Ser Glu Thr Ser He His Gin Tyr Leu Val 
20 25, 30 

Asp Glu Pro Thr Leu Ser Trp Ser Arg Pro Ser Thr Arg Ala Ser Glu 
35 40 45 

Val Leu Cys Ser Thr Asn Val Ser His Tyr Glu Leu Gin Val Glu He 

50 55 60 ... 

Gly Arg Gly Phe Asp Asn Leu Thr Ser Val His Leu Ala Arg His Thr 
65 70 75 80 

Pro Thr Gly Thr Leu Val Thr He Lys He Thr Asn Leu Glu Asn Cys 
85 90 95 

Asn Glu Glu Arg Leu Lys Ala Leu Gin Lys Ala Val lie Leu Ser His 

._. 1 -loo 105 -no- — — — - 
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Phe Phe Arg His Pro Asn He Thr Thr Tyr Trp Thr Val Phe Thr Val 
115 120 125 

Gly Ser Trp Leu Trp Val He Ser Pro Phe Met Ala Tyr Gly Ser Ala 
130 135 140 

Ser Gin Leu Leu Arg Thr Tyr Phe Pro Glu Gly Met Ser Glu Thr Leu 
145 150 155 160 

He Arg Asn lie Leu Phe Gly Ala Val Arg Gly Leu Asn Tyr Leu His 
165 170 175 

Gin Asn Gly Cys He His Arg Ser He Lys Ala Ser His He Leu He 
180 185 190 

Ser Gly Asp Gly Leu Val Thr Leu Ser Gly Leu Ser His Leu His Ser 
195 200 205 

Leu Val Lys His Gly Gin Arg His Arg Ala Val Tyr Asp Phe Pro Gin 
210 215 220 

Phe Ser Thr Ser Val Gin Pro Trp Leu Ser Pro Glu Leu Leu Arg Gin 
225 230 235 240 

Asp_Leu-His-Gly- Tyr-Asn-Val-Lys Ser Asp lie Tyr Ser Val Gly He 



WO 01/09316 



10/172 



PCT/JP00/05061 



245 250 255 

Thr Ala Cys Glu Leu Ala Ser Gly Gin Val Pro Phe Gin Asp Met His 
260 265 270 

Arg Thr Gin Met Leu Leu Gin Lys Leu Lys Gly Pro Pro Tyr Ser Pro 

275 280 285 

Leu Asp lie Ser He Phe Pro Gin Ser Glu Ser Arg Met Lys Asn Ser 
290 295 300 

Gin Ser Gly Val Asp Ser Gly He Gly Glu Ser Val Leu Val Ser Ser 
305 310 315 320 

Gly thr His Thr Val Asn Ser Asp Arg Leu His Thr Pro Ser Ser Lys 
325 330 335 

Thr Phe Ser Pro Ala -Phe- Phe Ser Leu Val Gin Leu Cys Leu Gin Gin 
340 345 350 

Asp Pro Glu Lys Arg Pro Ser Ala Ser Ser Leu Leu Ser His Val Phe 
355 360 365 . 

Phe Lys Gin Met Lys Glu Glu Ser Gin Asp Ser He Leu Ser Leu Leu 
370 375 380 
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Pro Pro Ala Tyr Asn Lys Pro Ser He Ser Leu Pro Pro Val Leu Pro 
385 390 395 400 

Trp Thr Glu Pro Glu Cys Asp Phe Pro Asp Glu Lys Asp Ser Tyr Trp 
405 410 415 

Glu Phe 



<210> 3 
<211> 2718 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 

<222> (33).. (2627) - .• • 

<400> 3 - - - - 

ttgaggtcac accttcagtc cttcgagcaa at atg cct ctt cat gtt cga cgc 53 

Met Pro Leu His Val Arg Arg 
1 5 



agt agt gac cca get eta att ggc etc tec act tct gtc agt gat agt 101 
Ser - Ser- Asp-Pro -Ala-Leu- 1 le -Gly Leu-Ser Thr- Ser-Val -Ser Asp- Ser 



WO 01/09316 



PCT/JP00/05061 



12/172 



10 



15 



20 



aat ttt tec tct gaa gag cct tea agg aaa aat ccc aca cgc tgg tea 149 
Asn Phe Ser Ser Glu Glu Pro Ser Arg Lys Asn Pro Thr Arg Trp Ser 
25 30 35 

aca aca get ggc ttc etc aag cag aac act get ggg agt cct aaa gee 197 
Thr Thr Ala Gly Phe Leu Lys Gin Asn Thr Ala Gly Ser Pro Lys Ala 
40 45 50 55 

tgc gac agg aag aaa gat gaa aac tac aga age etc ccg egg gat act 245 
Cys Asp Arg Lys Lys Asp Glu Asn Tyr Arg Ser Leu Pro Arg Asp Thr 
60 65 70 

agt aac tgg tct aac caa ,ttt cag aga gac aat get cgc teg tct ctg 293 
Ser Asn Trp Ser Asn Gin Phe Gin Arg Asp Asn Ala Arg Ser Ser Leu 
75 . 80 85 

agt gec agt cac cca atg gtg ggc aag tgg cag gag aaa caa gaa cag 341 
Ser Ala Ser His -Pro Met Val Gly Lys Trp Gin Glu Lys Gin Glu Gin - 
90 95 100 



gat gag gat ggg aca gaa gag gat aac agt cgt gtt gaa cct gtt gga 389 
Asp Glu Asp Gly Thr Glu Glu Asp Asn Ser Arg Val Glu Pro Val Gly 
105 110 115 
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cat get gac acg ggt ttg gag cat ata ccc aac ttt tct ctg gat gat 437 
His Ala Asp Thr Gly Leu Glu His He Pro Asn Phe Ser Leu Asp Asp 
120 - 125 130 135 

atg gta aag etc gta gaa gtc ccc aac gat gga ggg cct ctg gga ate 485 
Met Val Lys Leu Val Glu Val Pro Asn Asp Gly Gly Pro Leu Gly He 
140 145 150 

cat gta gtg cct ttc agt get cga ggc ggc aga ace ctg ggg tta tta 533 
His Val Val Pro Phe Ser Ala Arg Gly Gly Arg Thr Leu Gly Leu Leu 
155 160 165 

gta aaa cga ttg gag aaa ggt ggt aaa get gaa cat gaa aat ctt ttt 581 
Val Lys Arg Leu Glu Lys Gly Gly Lys Ala Glu His Glu Asn Leu Phe 
170 175 180 

cgt gag aat gat_tgc jitt gtc agg att^aat gat ggc gac ctt cga aat 629 
Arg Glu Asn Asp Cys lie Val Arg He Asn Asp Gly Asp Leu Arg Asn 
185 190 195 

aga aga ttt gaa caa gca caa cat atg ttt cgc caa gee atg cgt aca 677 
Arg Arg Phe Glu Gin Ala Gin His Met Phe Arg Gin Ala Met Arg Thr 
200 205 210 . 215 



ccc ate att tgg ttc cat gtg gtt cct gca gca aat aaa gag cag tat 725 
Pro-He He Trp-Phe-His Val- Val -Pro-Ala -Aia-AsnLys Glu-Gln Tyr 
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220 225 230 

gaa caa eta tec caa agt gag aag aac aat tac tat tea age cgt ttt 773 
Glu Gin Leu Ser Gin Ser Glu Lys Asn Asn Tyr Tyr Ser Ser Arg Phe 
235 240 245 

age cct gac age cag tat att gac aac agg agt gtg aac agt gca ggg 821 
Ser Pro Asp Ser Gin Tyr lie Asp Asn Arg Ser Val Asn Ser Ala Gly 
250 255 260 

ctt cac acg gtg cag aga gca ccc. cga ctg aac cac ccg cct gag cag 869 
Leu His Thr Val Gin Arg Ala Pro Arg Leu Asn His Pro Pro Glu Gin 
265 270 275 

ata gac tct cac tea aga eta cct cat age gca cac ccc teg gga aaa 917 
lie Asp Ser His Ser Arg Leu Pro His Ser Ala His Pro Ser Gly Lys . 
280 285 2 90 295 



cca cca tec get cca gec teg gca cct cag aat gta ttt agt acg act 965 
Pro Pro Ser Ala" Pro Ala Ser Ala Pro Gin Asn Val Phe Ser Thr Thr 
300 305 310 



gta age 
Val Ser 



agt ggt tat aac acc aaa aaa ata ggc aag agg 
Ser Gly Tyr Asn Thr Lys Lys He Gly Lys Arg 
315 320 



ctt aat ate 
Leu Asn He 
325 



1013 
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cag ctt aag aaa ggt aca gaa ggt ttg gga ttc age ate act tec aga 
Gin Leu Lys Lys Gly Thr Glu Gly Leu Gly Phe Ser lie Thr Ser Arg 
330 335 340 



1061 



gat gta aca ata ggt ggc tea get cca ate tat gtg aaa aac att etc 1109 
Asp Val Thr He Gly Gly Ser Ala Pro He Tyr Val Lys Asn. He Leu 
345 . 350 355 

ccc egg ggg gcg gec att cag gat ggc cga ctt aag gca gga gac aga 1157 
Pro Arg Gly Ala Ala He Gin Asp Gly Arg Leu Lys Ala Gly Asp Arg 
360 365 370 375 



ctt ata gag gta aat gga gta gat tta gtg ggc aaa tec caa gag gaa 
Leu He Glu Val Asn Gly Val Asp Leu Val Gly Lys Ser Gin Glu Glu 
380 385 390 



1205 



. gtt ^gtt_ tcg_ ctg ttg aga age ace aag atg gaa gga act gtg age ctt 1 253 
Val Val Ser Leu Leu Arg Ser Thr Lys Met Glu Gly Thr Val Ser Leu~ 
395 400 405 

ctg gtc ttt cgc cag gaa gac gec ttc cac cca agg gaa ctg aat gca 1301 
Leu Val Phe Arg Gin Glu Asp Ala Phe His Pro Arg Glu Leu Asn Ala 
410 415 420 



gag cca age cag atg cag att cca aaa gaa acg aaa gca gaa gat gag 1349 
Glu Pro Ser Glh" Met Gin He Pro Lys Glu Thr Lys Ala Glu Asp Glu 
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425 



430 



435 



gat att gtt ctt aca cct gat ggc acc agg gaa ttt ctg aca ttt gaa 
Asp He Val Leu Thr Pro Asp Gly Thr Arg Glu Phe Leu Thr Phe Glu 
440 445 450 455 



1397 



gtc cca ctt agt gat tea gga tct gca ggc ctt ggt gtc agt gtc aaa 1445 

Val Pro Leu Ser Asp Ser Gly Ser Ala Gly Leu Gly Val Ser Val Lys 
460 465 470 

ggt aac egg tea aaa gag aac cac gca gat ttg gga ate ttt gtc aag 1493 

Gly Asn Arg Ser Lys Glu Asn His Ala Asp Leu Gly He Phe Val Lys 

475 480 485 



tec att att aat gga gga gca gca tct aaa gat gga agg ctt egg gtg 
Ser He He Asn Gly Gly Ala Ala Ser Lys Asp Gly. Arg Leu Arg Val 
. _ .490 _ .495 _ 500 . 



1541 



aat gat caa ctg ata gca gta aat gga gaa tec ctg ttg ggc aag aca 1589 
Asn Asp Gin Leu He Ala Val Asn Gly Glu Ser Leu Leu Gly Lys Thr 
505 510 515 



aac caa gat gee atg gaa acc eta aga agg tct atg tct act gaa ggc 1637 
Asn Gin Asp Ala Met Glu Thr Leu Arg Arg Ser Met Ser Thr Glu Gly 
520 525 530 535 
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aat aaa cga gga atg ate cag ctt att gtt gca agg aga ata age aag 1685 
Asn Lys Arg Gly Met lie Gin Leu lie Val Ala Arg Arg He Ser Lys ;\ : 
540 545 550 

tge aat gag ctg aag tea cct ggg age ccc cct gga cct gag ctg ccc 1733 
Cys Asn Glu Leu Lys Ser Pro Gly Ser Pro Pro Gly Pro Glu Leu Pro 

555 560 - * 565 

■ ' . . ' * * • * 

■ *■ , * 

att gaa aca gcg ttg gat gat aga gaa cga aga att tec cat tec etc . 1781 

He Glu Thr Ala Leu Asp Asp Arg Glu Arg Arg He Ser His Ser Leu 

570 575 ' 580 

tac agt ggg att gag ggg ctt gat gaa teg ccc age aga aat get gee 1829 
Tyr Ser Gly He Glu Gly Leu Asp Glu Ser Pro Ser Arg Asn Ala Ala 
585 590 . 595 

etc agt agg ata atg ggt aaa tac cag ctg tec cct aca gtg aat atg _ 1877 
Leu Ser Arg He Met Gly Lys Tyr Gin Leu Ser Pro Thr Val Asn Met 
600 605 610 615 

ccc caa gat gac act gtc att ata gaa gat gac agg ttg cca gtg ctt 1925 
Pro Gin Asp Asp Thr Val He lie Glu Asp Asp Arg Leu Pro Val Leu 
620 . 625 _ 630 

cct cca cat etc tct gac cag tec tct tec age tec cat gat gat gtg 1973 
PnrPro^His Leu Ser-Asp-Gln Ser Ser Ser~Ser^Ser His^Asp Asp Val— — — 
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635 



640 



645 



ggg ttt gtg acg gca gat get ggt act tgg gec aag get 1 gca ate agt 2021 
Gly Phe Val. Thr Ala Asp Ala Gly Thr Trp Ala Lys Ala Ala He Ser 
650 655 660 

gat tea gee gac tgc tct ttg agt cca gat gtt gat cca gtt ctt get 2069 
Asp Ser Ala Asp Cys Ser Leu Ser Pro Asp Val Asp Pro Val Leu Ala 
665 670 675 

ttt caa cga.gaa gga ttt gga cgt cag act gac gag act aaa etc aat 2117 
Phe Gin Arg Glu Gly Phe Gly Arg Gin Thr Asp Glu Thr Lys Leu Ash 
680 685 690 695 

aca gtg gat gac cag aaa gca ggt tct ccc age aga gat gtg ggt cct 2165 
Thr Val Asp Asp Gin Lys Ala Gly Ser Pro Ser Arg Asp Val Gly Pro 
700 705 710 



tec ctg ggt ctg aag aag tea age tea ttg gag agt ctg cag acc gca 2213 
Ser Leu Gly Leu Lys Lys Ser Ser Ser Leu Glu Ser Leu Gin Thr Ala 
715 720 725 



gtt gee. gag gtg act ttg aat ggg gat att cct ttc cat cgt cca egg 2261 
Val Ala Glu Val Thr Leu Asn Gly Asp He Pro Phe His Arg Pro Arg 
730 735. 740 
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ccg egg ata ate aga ggc agg gga tgc aat gag age ttc aga get gee 
Pro Arg He He Arg Gly Arg Gly Cys Asn Glu Ser Phe Arg Ala Ala 
745 750 755 



2309 



ate gac aaa tct tat gat aaa ccc gcg gta gat gat gat gat gaa ggc 2357 
He Asp Lys Ser Tyr Asp Lys Pro Ala Val Asp Asp Asp Asp Glu Gly 
760 765 770 775 

atg gag ace ttg gaa gaa gac aca gaa gaa agt tea aga tea ggg aga 2405 
Met Glu Thr Leu Glu Glu Asp Thr Glu Glu Ser Ser Arg Ser Gly Arg 
780 785 790 

gag tct gta tec aca gec agt gat cag cct tec cac tct ctg gag aga 2453 
Glu Ser Val Ser Thr Ala Ser Asp Gin Pro Ser His Ser Leu Glu Arg 
795 , 800 805 

caa atg aat gga aac caa gag aaa ggt gat aagjtct gat aga aaa aag 2501 
Gin Met Asn Gly Asn Gin Glu Lys Gly Asp Lys Thr Asp Arg Lys Lys 
810 815 820 



gat aaa act gga aaa gaa aag aag aaa gat aga gat aag gag aag gat 
Asp Lys Thr Gly Lys Glu Lys Lys Lys Asp Arg Asp Lys Glu Lys Asp 
825 830 835 



2549 



aaa atg aaa gec aag aag gga atg ctg aag ggc ttg gga gac atg ttc 2597 
Lys Met Lys Ala~Lys~Lys Gly Met Leu Lys'Gly Leu Gly- Asp Met- Phe 
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840 845 850 855 

age ctt gec aaa ctg aag ccc gag aag aga tgaacaacaa agegattcaa 2647 
Ser Leu Ala Lys Leu Lys Pro Glu Lys Arg 
860 865 

aacatgtctt gaacagcaca tattgeacag ttgttgtttt ttttaaacaa acaataaatt 2707 

tacttttaat g . ' 2718 

<210> 4 
<211> 865 
<212> PRT 

<213> Homo sapiens 

<400> 4 •_ 

Met Pro Leu His Val Arg Arg Ser Ser Asp Pro Ala Leu lie Gly Leu 
1 5 10 15 

Ser Thr Ser Val Ser Asp Ser Asn Phe Ser Ser Glu Glu Pro Ser Arg 
20 25 30 

Lys Asn Pro Thr Arg Trp Ser Thr Thr Ala Gly Phe Leu Lys Gin Asn 
35 40 45 
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Thr Ala Gly Ser Pro Lys Ala Cys Asp Arg Lys Lys Asp Glu Asn Tyr 
50 55 60 

Arg Ser Leu Pro Arg Asp Thr Ser Asn Trp Ser Asn Gin Phe Gin Arg 
65 70 75 80 

Asp Asn Ala Arg Ser Ser Leu Ser Ala Ser His Pro Met Vai Gly Lys 
85 90 95 

Trp Gin Glu Lys Gin Glu Gin Asp Glu Asp Gly Thr Glu Glu Asp Asn 
100, . 105 110 

Ser Arg Val Glu Pro Val Gly His Ala Asp Thr Gly Leu Glu His He 
115 120. 125 

Pro Asn Phe Ser Leu Asp Asp Met Val Lys Leu Val Glu Val Pro Asn 

_130_ 135 140 



Asp Gly Gly Pro Leu Gly He His Val Val Pro Phe Ser Ala Arg. Gly 
145 150 155 160 

Gly Arg Thr Leu Gly Leu Leu Val Lys Arg Leu Glu Lys Gly Gly Lys 
165 170 175 

Ala Glu His Glu Asn Leu Phe Arg Glu Asn Asp Cys He Val Arg lie 
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Asn Asp Gly Asp Leu Arg Asn Arg Arg. Phe Glu Gin Ala Gin His Met 
195 200. 205 

Phe Arg Gin Ala Met Arg Thr Pro lie lie Trp Phe His Val Val Pro 
210 215 220 

V 

I i '■ . " ■ ' 

Ala Ala Asn Lys Glu Gin Tyr Glu Gin Leu Ser Gin Ser Glu Lys Asn 
225 230 235 240 

Asn Tyr Tyr Ser Ser Arg Phe Ser Pro Asp Ser Gin Tyr He Asp Asn 
245 250 255 

Arg Ser Val Asn Ser Ala Gly Leu His Thr Val Gin Arg Ala Pro Arg 
260 265 270 

_ Leu .Asn His Pro Pro Glu Gin l ie Asp Ser His_Ser Arg Leu Pro His 

275 " 280 ; 285 

Ser Ala His Pro Ser Gly Lys Pro Pro Ser Ala Pro Ala Ser Ala Pro 
290 295 300 

Gin Asn Val Phe Ser Thr Thr Val Ser Ser Gly Tyr Asn Thr Lys Lys 
' 305 310 315 320 

"Tle~Gly~Lys Arg~L'eu" Asn" He Gin "Leu Lys Lys~Gly Thr "Glu Gly-rLeu 
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325 330 335 

Gly Phe Ser He Thr Ser Arg Asp Val Thr He Gly Gly Ser Ala Pro . 
340 345 • 350 

lie Tyr Val Lys Asri He Leu- Pro Arg Gly Ala Ala He Gin Asp Gly 
355 360 365 

Arg Leu Lys Ala Gly Asp Arg Leu He Glu Val Asn Gly Val Asp Leu 
370 375 380 

Val Gly Lys Ser Gin Glu Glu Val Val Ser Leu Leu Arg Ser Thr Lys 
385 390 395 ' 400 

Met Glu Gly Thr Val Ser Leu Leu Val Phe Arg Gin Glu Asp Ala Phe 
405 \ 410 415 - 

His Pro Arg Glu Leu Asn Ala Glu Pro Ser Gin Met Gin lie Pro Lys 
420 425 430 

Glu Thr Lys Ala Glu Asp Glu Asp lie Val Leu Thr Pro Asp Gly Thr 
435 440 445 

Arg Glu Phe Leu Thr Phe Glu Val Pro Leu Ser Asp Ser Gly Ser Ala 
450 455 460 
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Gly Leu Gly Val Ser Val Lys Gly Asn Arg Ser Lys Glu Asn His Ala 
465 470 475 480 

Asp Leu Gly He Phe Val Lys Ser He lie Asn Gly Gly Ala Ala Ser 
485 490 495 

Lys Asp Gly Arg Leu Arg Val Asn Asp Gin Leu lie Ala Val Asn Gly 
500 505 510 

Glu Ser Leu Leu Gly Lys Thr Asn Gin Asp Ala Met Glu Thr Leu Arg 
515 520 525 

Arg Ser Met Ser Thr Glu Gly Asn Lys Arg Gly Met He Gin Leu He 
530. 535 540 

Val Ala Arg Arg He Ser Lys Cys Asn Glu Leu Lys Ser Pro Gly Ser 

.545 . 550 . ___ 555 __.. 5 _ 60 

Pro Pro Gly Pro Glu Leu Pro He Glu Thr Ala Leu Asp Asp Arg Glu 
565 570 575 

Arg Arg He Ser His Ser Leu Tyr Ser Gly He Glu Gly Leu Asp Glu 
580 585 590 

Ser Pro Ser Arg Asn Ala Ala Leu Ser Arg He Met Gly Lys Tyr Gin 
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Leu Ser Pro Thr Val Asn Met Pro Gin Asp Asp Thr Val He He Glu 
610 615 620 

Asp Asp Arg Leu Pro Val Leu Pro Pro His Leu Ser Asp Gin Ser Ser 
625 630 635 640 

Ser Ser Ser His Asp Asp Val Gly Phe Val Thr Ala Asp Ala Gly Thr 
645 650 655 

Trp Ala Lys Ala Ala He Ser Asp Ser Ala Asp Gys Ser Leu Ser Pro 
660 665 670 

Asp Val Asp Pro Val Leu Ala Phe Gin Arg Glu Gly Phe Gly Arg Gin 
675 680 685 

Jhr Asp Glu Thr Lys Leu Asn Thr Val Asp Asp Gin Lys Ala Gly Ser 
690 695 700 

Pro Ser Arg Asp Val Gly Pro Ser Leu Gly Leu Lys Lys Ser Ser Ser 
705 710 715 720 

Leu Glu Ser Leu Gin Thr Ala Val Ala Glu Val Thr Leu Asn Gly Asp 
725 730 735 

lie" Pro -Phe~His Arg ProArg Pro^Arg lie tie Arg Gly Arg Gly Gys - 
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740 745 750 

Asn Glu Ser Phe Arg Ala Ala He Asp Lys Ser Tyr Asp Lys Pro Ala 
755 760 765 

Val Asp Asp Asp Asp Glu Gly Met Glu Thr Leu Glu Glu Asp Thr Glu 
770 775 v 780 

Glu Ser Ser Arg Ser Gly Arg Glu Ser Val Ser Thr Ala Ser Asp Gin 
; 785 790 795 800 

Pro Ser His Ser Leu Glu Arg Gin Met Asn Gly Asn Gin Glu Lys Gly 
805 810 815 

Asp Lys Thr Asp Arg Lys Lys Asp Lys Thr Gly Lys Glu Lys Lys Lys 
820 825 830 



Asp Arg Asp Lys Glu Lys Asp Lys Met Lys Ala Lys Lys Gly Met Leu 
835 840 845 

Lys Gly Leu Gly Asp Met Phe Ser Leu Ala Lys Leu Lys Pro Glu Lys 
850 855 860 

Arg 
865 
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<210> 5 
<211> 30 
<212> RNA 

<2i3> Artificial Sequence . 
<220> 

<223> Description of Artificial Sequence :Artif icially 
Synthesized Sequence 

<400> 5 

agcaucgagu cggccuuguu ggccuacugg 30 

<210> 6 ' 
<211> 42 

<212> DNA 

<213> Artificial Sequence 

<220> ."-'V 

<223> Description of Artificial Sequence :Artif icially 
Synthesized Primer Sequence 



<400> 6 

gcggctgaag acggcctatg tggccttttt tttttttttt tt 



42 



WO 01/09316 * 

28/172 

<210> 7 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Artif icially 
Synthesized Primer Sequence 

<400> 7 

agcatcgagt cggccttgtt g 

<210> 8 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 



<400> 8 

gcggctgaag acggcctatg t 
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100 , 105 110 

Leu Val Asp Val Leu Tyr Asn Glu Glu Lys Gin Lys Met Tyr Met Val 
115 120 125 

Met Glu Tyr Cys Val Cys Gly Met Gin Glu Met Leu Asp Ser Val Pro ' 
130 135 140 

Glu Lys Arg Phe Pro Val Cys Gin Ala His Gly Tyr Phe Cys Gin Leu 
145 150 ; 155 160 

He Asp Gly Leu Glu Tyr Leu His Ser Gin Gly He Val His Lys Asp 
165 170 . 175 

He Lys Pro Gly Asn Leu Leu Leu Thr Thr Gly Gly Thr Leu Lys He 
180 185 • 190 

Ser Asp . Leu Gly Val Ala Glu Ala Leu His Pro Phe Ala Ala. Asp Asp . 
195 200 205 

Thr Cys Arg Thr Ser Gin Gly Ser Pro Ala Phe Gin Pro Pro Glu He 
210 215 220 

Ala Asn Gly Leu Asp Thr Phe Ser Gly Phe Lys Val Asp lie Trp Ser 
225 230 235 240 
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< 

Gly Leu Pro Lys Ala Val Cys Met Asn Gly Thr Glu Ala Ala Gin Leu 
385 390 395 400 

Ser Thr Lys Ser Arg Ala Glu Gly Arg Ala Pro Asn Pro Ala Arg Lys 
405 410 415 

Ala Cys Ser Ala Ser Ser Lys lie Arg Arg Leu Ser Ala Cys Lys Gin 

420 425 430 • 

Gin 



<210> 10 
<211> 396 

<_212> PRT_ •■„_.'. . ' 

<213> Homo sapiens 

<400> 10 

Met Pro Arg Val Lys Ala Ala Gin Ala Gly Arg Gin Ser Ser Ala Lys 
1 5 10 15 



Arg His Leu Ala Glu Gin Phe Ala Val Gly Glu He He Thr Asp Met 
20 25 30 
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Ala Lys Lys Glu Trp Lys Val Gly Leu Pro He Gly Gin Gly Gly Phe 
35 40 45 

Gly Cys lie Tyr Leu Ala Asp Met Asn Ser Ser Glu Ser Val Gly Ser 
50 55 60 

Asp Ala Pro Cys Val Val Lys Val Glu Pro Set- Asp Asn Gly. Pro Leu 
65 70 75 80 

Phe Thr Glu Leu Lys Phe Tyr Gin Arg Ala Ala Lys Pro Glu Gin He 
85 90 95 

Gin Lys Trp He Arg Thr Arg Lys Leu Lys Tyr Leu Gly Val Pro Lys 
100 105 110 

Tyr Trp Gly Ser Gly Leu His Asp Lys Asn Gly Lys Ser Tyr Arg Phe 
115 120 J25_ 

Met He Met Asp Arg Phe Gly Ser Asp Leu Gin Lys lie Tyr Glu Ala 
130 135 - 140 

Asn Ala Lys Arg Phe Ser Arg Lys Thr Val Leu Gin Leu Ser Leu Arg 
145 150 155 160 

He Leu Asp He Leu Glu Tyr He His Glu His Glu Tyr Val His Gly 
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V 

Asp He Lys Ala Ser Asn Leu Leu Leu Asn Tyr Lys Asn Pro Asp Gin 
180 185 190 

Val Tyr Leu Val Asp Tyr Gly Leu Ala Tyr Arg Tyr Cys Pro Glu Gly 

195 . .200 205 

Val His Lys Glu Tyr Lys Glu Asp Pro Lys Arg Cys His Asp Gly Thr 

210 215 •' 220 

He Glu Phe Thr Ser He Asp Ala'His Asn Gly Val Ala Pro Ser Arg 
225 230 235 240 

Arg Gly Asp Leu Glu He Leu Gly Tyr Cys Met He Gin Trp Leu Thr 
245 250 255 

Gly His Leu Pro Trp Glu Asp Asn Leu Lys Asp Pro Lys Tyr Val Arg 

260 - 265 ' 270 

Asp Ser Lys Tie Arg Tyr Arg Glu Asn lie Ala Ser Leu Met Asp Lys 
275 280 285 

Cys Phe Pro Glu Lys Asn Lys Pro Gly Glu lie Ala Lys Tyr Met Glu 
290 295 300 

-Thr- Val Lys Leu- Leu Asp Tyr Thr- Glu-Lys -Pro Leu-Tyr- Glu- Asn Leu- 
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Val Val Tyr Lys Gly Arg His Lys Thr Thr Gly Gin Val Val Ala Met 
20 25 30 

Lys Lys lie Arg Leu Glu Ser Glu Glu Glu Gly Val Pro Ser Thr Ala 
35 40 45 

lie Arg Glu He Ser Leu Leu Lys Glu Leu Arg His Pro Asn He Val 
50 55 60 

Ser Leu Gin Asp Val Leu Met Gin Asp Ser Arg Leu Tyr Leu lie Phe 
65 70 75 80 

Glu Phe Leu Ser Met Asp Leu Lys Lys Tyr Leu Asp Ser He Pro Pro 
• 85 90 95. 

Gly Gin Tyr Met Asp Ser Ser Leu Val Lys Ser Tyr Leu Tyr Gin He 

" "" " ~'S~~ "' ■ - - - . - - . 

100 , 105 110 

Leu Gin Gly He Val Phe Cys His Ser Arg Arg Val Leu His Arg Asp 
115 120 125 

Leu Lys Pro Gin Asn Leu Leu He Asp Asp Lys Gly Thr He Lys Leu 
130 135 140 

Ala Asp Phe Gly Leu Ala Arg Ala Phe Gly I le Pro l ie Arg Val -Tyr 
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145 150 155 160 

Thr His Glu Val Val Thr Leu Trp Tyr Arg Ser Pro Glu Val Leu Leu 
165 170 175 

Gly Ser Ala Arg Tyr Ser Thr Pro Val Asp lie Trp Ser lie Gly Thr 

180 185. 190. 

He Phe Ala Glu Leu Ala Thr Lys Lys Pro Leu Phe His Gly Asp Ser 
195 • .. 200 205 

Glu He Asp Gin Leu Phe Arg He Phe Arg Ala Leu Gly Thr Pro Asn 
210 215 220 

Asn Glu Val Trp Pro Glu Val Glu Ser Leu Gin Asp Tyr Lys Asn Thr 
225 230 . 235 240 

Phe Pro Lys Trp Lys Pro Gly Ser Leu Ala Ser His Val Lys Asn Leu 
245 250 255 

Asp Glu Asn Gly Leu Asp Leu Leu Ser Lys Met Leu lie Tyr Asp Pro 
260 265 270 



Ala Lys Arg He Ser Gly Lys Met Ala Leu Asn His Pro Tyr Phe Asn 
275 280 285 
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Asp Leu Asp Asn Gin He Lys Lys Met 
290 295 

<210> 12 

<211> 403 

<212> PRT 

<213> Homo sapiens 

<400> 12 

Met Asp Arg Ser Lys Glu Asn Cys He Ser Gly Pro Val Lys Ala Thr 
1 5 10 15 

Ala Pro Val Gly Gly Pro Lys Arg Val Leu Val Thr Gin Gin Phe Pro 
20 25 30 

Cys Gin Asn Pro Leu Pro Val Asn Ser Gly Gin Ala Gin Arg Val Leu 

35 40 • 45 - 

Cys Pro Ser Asn Ser Ser Gin Arg He Pro Leu Gin Ala Gin Lys Leu 
50 55 60 

Val Ser Ser His Lys Pro Val Gin Asn Gin Lys Gin Lys Gin Leu Gin 
65 70 75 80 

-Ala-Thr-Ser-Val Pro His- Pro Val -Ser ^Arg Pro Leu Asn Asn -Thr -Gin 
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85 90 95 

-Lys Ser Lys Gin Pro Leu Pro Ser Ala Pro Glu Asn Asn Pro Glu Glu 
100 105 110 

Glu Leu Ala Ser Lys Gin Lys Asn Glu Glu Ser Lys Lys Arg Gin Trp 
115 120 125 

Ala Leu Glu Asp Phe Glu He Gly Arg Pro Leu Gly Lys Gly Lys Phe 
130 135 / 140 

Gly Asn Val Tyr Leu Ala Arg Glu Lys Gin Ser Lys Phe Me Leu Ala 
.145 150 , 155 160 

Leu Lys Val Leu Phe Lys Ala Gin Leu Glu Lys Ala Gly Val Glu His 
165 170 175 

Gin Leu Arg Arg Glu Val Glu lie Gin Ser His Leu Arg His Pro Asn 
180 185 190 



He Leu Arg Leu Tyr Gly Tyr Phe His Asp Ala Thr Arg Val Tyr Leu 
195 200 205 ■ 

He Leu Glu Tyr Ala Pro Leu Gly Thr Val Tyr Arg Glu Leu Gin Lys 
210 215 220 
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Leu Ser Lys Phe Asp Glu Gin Arg Thr Ala Thr Tyr He Thr Glu Leu 
225 230 235 240 

Ala Asn Ala Leu Ser Tyr Cys His Ser Lys Arg Val He His Arg Asp 
245 250 255 

lie Lys Pro Glu Asn Leu Leu Leu Gly Ser Ala Gly Glu Leu Lys He 
260 265 270 

Ala Asp Phe Gly Trp Ser Val His Ala Pro Ser Ser Arg Arg Thr Thr 
275 280 285 

Leu Cys Gly Thr Leu Asp Tyr Leu Pro Pro Glu Met He Glu Gly Arg 
290 295 300 

Met His Asp Glu Lys Val Asp Leu Trp Ser Leu Gly Val Leu Cys Tyr 
305 310 315 320 

Glu Phe Leu Val Gly Lys Pro Pro Phe Glu Ala Asn Thr Tyr Gin Glu 
325 330 335 

Thr Tyr Lys Arg lie Ser Arg Val Glu Phe Thr Phe Pro Asp Phe Val 
340 345 350 



Thr Glu Gly Ala Arg Asp Leu He Ser Arg Leu Leu Lys His Asn Pro 

355 -360 365 
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Ser Gin Arg Pro Met Leu Arg Glu Val Leu Glu His Pro Trp He Thr 
370 375 380 

Ala Asn Ser Ser Lys Pro Ser Asn Cys Gin Asn Lys Glu Ser Ala Ser 
385 390 . 395 400 

Lys Gin Ser 



<210> 13 
<211> 344 
<212> PRT 
<213> Homo sapiens 

_<400> 13 

Met Ala Gin Lys Glu Asn Ser Tyr Pro Trp Pro Tyr Gly Arg Gin Thr 
1 5 10 15 

Ala Pro Ser Gly Leu Ser Thr Leu Pro Gin Arg Val Leu Arg Lys Glu 
20 25 30 

Pro Val Thr Pro Ser Ala Leu Val Leu Met Ser Arg Ser Asn Val Gin 
35 40 45 
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Pro Thr Ala Ala Pro Gly Gin Lys Val Met Glu Asn Ser Ser Gly Thr 
50 55 60 

Pro Asp He Leu Thr Arg His Phe Thr He Asp Asp Phe Glu He Gly 

65 70 75 80 

Arg Pro Leu Giy Lys Gly Lys Phe Gly Asn Val Tyr Leu Ala Arg Glu 
85 . 90 95 

Lys Lys Ser His Phe He Val Ala Leu Lys Val Leu Phe Lys Ser Gin 
100 105 110 

He Glu Lys Glu Gly Val Glu His Gin Leu Arg Arg Glu lie Glu He 
115 120 125 

Gin Ala His Leu His His Pro Asn He Leu Arg Leu Tyr Asn Tyr Phe 
130 135 140 

Tyr Asp Arg Arg Arg lie Tyr Leu He Leu Glu Tyr Ala Pro Arg Gly 
145 150 155 160 

Glu Leu Tyr Lys Glu Leu Gin Lys Ser Cys Thr Phe Asp Glu Gin Arg 
165 170 175 



Thr Ala Thr He Met Glu Glu Leu Ala Asp Ala Leu Met Tyr Cys His 

180 _ 185 m 
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Gly Lys Lys Val He His Arg Asp lie Lys Pro Glu Asn Leu Leu Leu 
195 200 205 

Gly Leu Lys Gly Glu Leu Lys He Ala Asp Phe Gly Trp Ser Val His 
210 215 220 

Ala Pro Ser Leu Arg Arg Lys Thr Met Cys Gly Thr Leu Asp Tyr Leu 
225 230 235 240 

Pro Pro Glu Met He Glu Gly Arg Met His Asn Glu Lys Val Asp Leu 
245 250 255 

Trp Cys He Gly Val Leu Cys Tyr Glu Leu Leu Val Gly Asn Pro Pro 
260 265 270 

Phe Glu Ser Ala Ser His Asn GJu Thr Tyr Arg Arg He Val Lys Val 

275 • 280 285 

Asp Leu Lys Phe Pro Ala Ser Val Pro Thr Gly Ala Gin Asp Leu He 
290 295 300 

Ser Lys Leu Leu Arg His Asn Pro Ser Glu Arg Leu Pro Leu Ala Gin 
305 310 315 320 

Val Ser -Ala His- Pro-Trp Val -Arg Ala -Asn Ser Arg Arg- Val Leu Pro — 
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325 330 335 



Pro Ser Ala Leu Gin Ser Val Ala 
340 



<210> 14 
<211> 745 
<212> PRT 
<213> Homo sapiens 

<400> 14 

Met Glu Arg Pro Pro Gly Leu Arg Pro Gly Ala Gly Gly Pro Trp Glu 
1 5 10 15 

Met Arg Glu Arg Leu Gly thr Gly Gly Phe Gly Asn Val Cys Leu Tyr 

20 25 30_ 

Gin His Arg Glu Leu Asp Leu Lys He Ala He Lys Ser Cys Arg Leu 
35 40 45 

Glu Leu Ser Thr Lys Asn Arg Glu Arg Trp Cys His Glu lie Gin He 
50 55 60 

Met Lys Lys Leu Asn His Ala Asn Val Val Lys Ala Cys Asp Val Pro 

—65 " 70— 1 -75 - - — 80 - -■— - 
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Glu Glu Leu Asn lie Leu lie His Asp Val Pro Leu Leu Ala Met Glu 
85 90 95 

Tyr Cys Ser Gly Gly Asp Leu Arg Lys Leu Leu Asn Lys Pro Glu Asn 
100 105 110 

Cys Cys Gly Leu Lys Glu Ser Gin Me Leu Ser. Leu Leu Ser Asp He 
115 120 125 . 

Gly Ser Gly He Arg Tyr Leu His Glu Asn Lys He He His Arg Asp 
130 135 140 

Leu Lys Pro Glu Asn lie Val Leu Gin Asp Val Gly Gly Lys He He 
145 150 155 •• 160 

His Lys lie I le Asp Leu Gly Tyr Ala Lys Asp Val Asp Gin Gly Ser 
165 170 175 

Leu Cys Thr Ser Phe Val Gly Thr Leu Gin Tyr Leu Ala Pro Glu Leu 
180 185 190 

Phe Glu Asn Lys Pro Tyr Thr Ala Thr Val Asp Tyr Trp Ser Phe Gly 
195 200 205 

Thr Met VarPhe Glu Cys He Ala Gly Tyr~Arg-ProPhe-Leu His-His 
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210 215 220 

Leu Gin Pro Phe Thr Trp His Glu Lys He Lys Lys Lys Asp Pro Lys 
225 230 235 240 

Cys He Phe Ala Cys Glu Glu Met Ser Gly Glu Val Arg Phe Ser Ser 

245 * 250 255 

His Leu Pro Gin Pro Asn Ser Leu Cys Ser Leu He Val Glu Pro Met 
260 265 270 

Glu Asn Trp Leu Gin Leu Met Leu Asn Trp Asp Pro Gin Gin Arg Gly 

275' 280 285 

Gly Pro Val Asp Leu Thr Leu Lys Gin Pro Arg Cys Phe Val Leu Met 
290 295 300 

Asp His He Leu Asn Leu Lys Tie Val Hist lie Leu Asn Met Thr Ser 
305 310 315 320 

Ala Lys He He Ser Phe Leu Leu Pro Pro Asp Glu Ser Leu His Ser 
325 330 335 

Leu Gin Ser Arg He Glu Arg Glu Thr Gly He Asn Thr Gly Ser Gin 
340 345 350 
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Glu Leu Leu Ser Glu Thr Gly He Ser Leu Asp Pro Arg Lys Pro Ala 
355 360 365 

Ser Gin Cys Val Leu Asp Gly Val Arg Gly Cys Asp Ser Tyr Met Val 
370 375 380 

Tyr Leu Phe Asp Lys Ser Lys Thr Val Tyr Giu Gly Pro Phe Ala Ser 
385 390 395 400 

Arg Ser Leu Ser Asp Cys Val Asn Tyr Me Val Gin Asp Ser Lys lie 
405 410 415 

Gin Leu Pro He He Gin Leu Arg Lys Val Trp Ala Glu Ala Val His 
420 425 430 

Tyr Val Ser Gly Leu Lys Glu Asp Tyr . Ser Arg Leu Phe Gin Gly Gin 
435 440 445 



Arg Ala Ala Met Leu Ser Leu Leu Arg Tyr Asn Ala Asn Leu Thr Lys 
450 455 460 

Met Lys Asn Thr Leu He Ser Ala Ser Gin Gin Leu Lys Ala Lys Leu 
465 470 475 480 

Glu Phe Phe His Lys Ser He Gin Leu Asp Leu Glu Arg Tyr Ser Glu 



WO 01/09316 



48/172 



PCT/JP00/05061 



Gin Met Thr Tyr Gly He Ser Ser Glu Lys Met Leu Lys Ala Trp Lys 
500 505 510 

Glu Met Glu Glu Lys Ala lie His Tyr Ala Glu Val Gly Val lie Gly 
515 520 525 

Tyr Leu Glu Asp Gin He Met Ser Leu His Ala Glu He Met Glu Leu 

530 535 . 540 

Gin Lys Ser Pro Tyr Gly Arg Arg Gin Gly Asp Leu Met Glu Ser Leu 

545 550 555 ; 560 

Glu Gin Arg Ala He Asp Leu Tyr Lys Gin Leu Lys His Arg Pro Ser 
565 570 575 

__Asp His_Ser_Tyr Ser Asp Ser Thr Glu Met Val Lys lie lie Val His 
580 585 590 

Thr Val Gin Ser Gin Asp Arg Val Leu Lys Glu Leu Phe Gly His Leu 
595 600 605 

Ser Lys Leu Leu Gly Cys Lys Gin Lys He He Asp Leu Leu Pro Lys 
610 615 620 

Val Glu Val "Ala Leu Ser Asn He Lys Glu- Ala Asp Asn- Thr Val Met 
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625 630 635 640 

Phe Met Gin Gly Lys Arg Gin Lys Glu lie Trp His Leu Leu Lys lie 
645 650 655 

Ala Cys Thr Gin Sep Ser Ala Arg Ser Leu Val Gly Ser Ser Leu Glu 
660 665 670 

Gly Ala Val Thr Pro Gin Thr Ser Ala Trp Leu Pro Pro Thr Ser Ala 
675 680 685 

Glu His Asp His Ser Leu Ser Cys Val Val Thr Pro Gin Asp Gly Glu 
690 695 700 

Thr Ser Ala Gin Met He Glu Glu Asn Leu Asn Cys Leu Gly His Leu 
705 710 715 720 

Ser Thr He lie His Glu Ala Asn Glu Glu Gin Gly Asn Ser Met Met 
725 730 735 

Asn Leu Asp Trp Ser Trp Leu Thr Glu 
740 745 

<210> 15 

~<211>-318 ~ - - ~ - - - 
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<212> PUT 

<213> Homo sapiens 
<400> 15 

Met Ser Lys Pro Pro Ala Pro Asn Pro Thr Pro Pro Arg Asn Leu Asp 
1 5 10 15 

Ser Arg Thr Phe He Thr He Gly Asp Arg Asn Phe Glu Val Glu Ala 

20 25 . 30 

Asp Asp Leu Val Thr lie Ser Glu Leu Gly Arg Gly Ala Tyr Gly Val 
35 40 45 

Val Glu Lys Val Arg His Ala Gin Ser Gly Thr He Met Ala Val Lys 
50 55 60 

Arg IlejArg AlaJhr Val Asn Ser Gin Glu Gin Lys Arg Leu Leu Met 
65 70 75 80 

Asp Leu Asp He Asn Met Arg Thr Val Asp Cys Phe Tyr Thr Val Thr 
85 .90 95 

Phe Tyr Gly Ala Leu Phe Arg Glu Gly Asp Val Trp He Cys Met Glu 
100 105 110 

~Leu Met Asp-Thr Ser-Leu-Asp-Lys Phe Tyr- Arg Lys Val Leu Asp-Lys 



WO 01/09316 



PCT/JP00/05061 



.51/172 

115 120 125 

Asn Met Thr He Pro Glu Asp He Leu Gly Glu He Ala Val Ser He 
130 135 140 

Val Arg Ala Leu Glu His Leu His Ser Lys Leu Ser Val He His Arg 

145 150 ■ 155 160 

Asp Val Lys Pro Ser Asn Val Leu He Asn Lys Glu Gly His Val Lys 
.165 170 175 

Met Cys Asp Phe Gly He Ser Gly Tyr Leu Val Asp Ser Val Ala Lys 
180 185 190 

Thr Met Asp Ala Gly Cys Lys Pro Tyr Met Ala Pro Glu Arg He Asn 
195 200 205 



Pro Glu Leu Asn Gin Lys Gly Tyr Asn Val- Lys Ser Asp Val Trp Ser 

210 215 220 

Leu Gly He Thr Met He Glu Met Ala He Leu Arg Phe Pro Tyr Glu 

225 230. 235 240 



Ser Trp Gly Thr Pro Phe Gin Gin Leu Lys Gin Val Val Glu Glu Pro 
245 250 255 
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Ser Pro Gin Leu Pro Ala Asp Arg Phe Ser Pro Glu Phe Val Asp Phe 
260 265 270 

Thr Ala Gin Cys Leu Arg Lys Asn Pro Ala Glu Arg Met Ser Tyr Leu 
275 280 285 

Glu Leu Met Glu His Pro Phe Phe Thr Leu His Lys Thr Lys Lys Thr 
290 295 300 

Asp lie Ala Ala Phe Val Lys Lys He Leu Gly Glu Asp Ser 
305 . 310 315 

<210> 16 
<211> 379 
<212> PRT 
<213> Homo sapiens 

<400> 16 

Met Ala Ala Ala Ala Ala Gin Gly Gly Gly Gly Gly Glu Pro Arg Arg 
1 5 10 15 

Thr Glu Gly Val Gly Pro Gly Val Pro Gly Glu Val Glu Met Val Lys 
20 25 30 

Gly- Gin Pro Phe Asp- Val -Gly-Pro -Arg- Tyr Thr- Gin Leu Gln-Tyr-He - - 
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35 40 45 

Gly Glu Gly Ala Tyr Gly Met. Val Ser Ser Ala Tyr Asp His Val Arg 

50 • 55 , 60 

Lys Thr Arg Val Ala lie Lys Lys He Ser Pro Phe Glu His Gin Thr 

65 , .70 •-. 75 80 

Tyr Cys Gin Arg Thr Leu Arg Glu He Gin lie Leu Leu Arg Phe Arg- 

85 90 . : 95 " 

His Glu Asn Val He Gly He Arg Asp lie Leu Arg Ala Ser Thr Leu 

100 -• 105 110 

Glu' Ala Met Arg Asp Val Tyr He Val Gin Asp Leu Met Glu Thr Asp • 

115 120 125 



- Leu Tyr Lys Leu leu Lys Ser Gin Gin Leu Ser Asn Asp His He Cys 

130 '_. 135 140 

Tyr Phe Leu Tyr Gin He Leu Arg Gly Leu Lys Tyr lie His Ser Ala 

145 150 155 ;y , 160 

Asn Val Leu His Arg Asp Leu Lys Pro Ser Asn Leu Leu Ser Asn Thr 

, / 165 170 175 
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Thr Cys Asp Leu Lys lie Cys Asp Phe Gly Leu s Ala Arg He Ala Asp 
180 185 190 

Pro Glu His Asp His Thr Gly Phe Leu Thr Glu Tyr Val Ala Thr Arg 

195 200 205 

Trp Tyr Arg Ala Pro Glu He Met Leu Asn Ser Lys Gly Tyr Thr Lys 
210 , 215 220 

Ser lie Asp lie Trp Ser Val Gly Cys lie Leu Ala Glu Met Leu Ser 
225 230 235 240 

Asn Arg Pro lie Phe Pro Gly Lys His Tyr Leu Asp Gin Leu Asn His 
245 250 255 

He Leu Gly He Leu Gly Ser Pro Ser Gin Glu Asp Leu . Asn Cys He 
260 265 270 



He Asn Met Lys Ala Arg Asn Tyr Leu Gin Ser Leu Pro Ser Lys Thr 
275 280 285 

Lys Val Ala Trp Ala Lys Leu Phe Pro Lys Ser Asp Ser Lys Ala Leu 

290 295 ... 300 

Asp Leu Leu Asp Arg Met Leu Thr Phe Asn Pro Asn Lys Arg He Thr 



WO 01/09316 



55/172 



PCT/JP00/05061 



Val Glu Glu Ala Leu Ala His Pro Tyr Leu Glu Gin Tyr tyr Asp Pro 
325 33.0 335 

Thr Asp Glu Pro Val Ala Glu Glu Pro Phe Thr Phe Ala Met Glu Leu 
340 345 350 

Asp Asp Leu Pro Lys Glu Arg Leu Lys Glu Leu lie Phe Gin Glu Thr 

355 360 . 365 

Ala Arg Phe Gin Pro Gly Val Leu Glu Ala Pro 
370 375 



<210> 17 

<211> 648 ' ' 

<212> PRT_ ■_ • ■ 

<213> Homo sapiens - 

<400> 17 

Met Glu His He Gin Gly Ala Trp Lys Thr He Ser Asn Gly Phe Gly 
1 5 10 15 

Phe Lys Asp Ala Val Phe Asp Gly Ser Ser Cys He Ser Pro Thr He 
20 25 30 
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Val Gin Gin Phe Gly Tyr Gin Arg Arg Ala Ser Asp Asp Gly Lys Leu 
35 40 45 

Thr Asp Pro Sep Lys Thr Ser Asn Thr He Arg Val Phe Leu Pro Asn 

50 55 60 

Lys Gin Arg Thr Val Val Asn Val Arg Asn Gly Met Ser Leu His Asp 
65 - 70 .• • 75 80 

Cys Leu Met Lys Ala Leu Lys Val Arg Gly Leu- Gin Pro Glu Cys Cys 
85 90 95 

Ala Val Phe Arg Leu Leu His Glu His Lys Gly Lys Lys Ala Arg Leu 
100 105 110 

Asp Trp Asn Thr Asp Ala Ala Ser Leu He Gly Glu Glu Leu Gin Val 
115 120 . 125 



Asp Phe Leu Asp His Val Pro Leu Thr Thr His Asn Phe Ala Arg Lys 
130 135 140 

Thr Phe Leu Lys Leu Ala Phe Cys Asp He Cys Gin Lys Phe Leu Leu 
145 150 155 160 

Asn Gly Phe Arg Cys Gin Thr Cys Gly Tyr Lys Phe His Glu His Cys 
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Ser Thr Lys Val Pro Thr Met Cys Val Asp Trp Ser Asn lie Arg Gin 
180 185 190 

Leu Leu Leu Phe Pro Asn Ser Thr lie Gly Asp Ser Gly Val Pro Ala 
195 200 205 

Leu Pro Ser Leu Thr Met Arg Arg Met Arg Glu Ser Val Ser Arg Met 
210 215 220 

Pro Val Ser Ser Gin His Arg Tyr Ser Thr Pro His Ala Phe Thr Phe 
225 230 235 240 

Asn Thr Ser Ser Pro Ser Ser Glu Gly Ser Leu Ser Gin Arg Gin. Arg. 

245 250 •* 255 

Ser_Thr Ser Thr Pro Asn Val His Met Val Ser Thr Thr Leu Pro Val 
260 265 270 

Asp Ser Arg Met He Glu Asp Ala lie" Arg Ser His Ser Glu Ser Ala 
275 280 285 

Ser Pro Ser Ala Leu Ser Ser Ser Pro Asn Asn Leu Ser Pro Thr Gly 
290 295 300 

Trp - Ser Gin "Pro Lys Thr Pro Val Pro Ala Gin Arg Glu Arg Ala-Pro — 
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305 310 315 320 

Va] Ser Gly Thr Gin Glu Lys Asn Lys He Arg Pro Arg Gly Gin Arg 
325 330 335 

Asp Ser Ser Tyr Tyr Trp Glu He Glu Ala Ser Glu Val Met Leu Ser 
340 .345 350 

Thr Arg He Gly Ser Gly Ser Phe Gly Thr Val Tyr Lys. Gly Lys Trp 
355 360 365 

His Gly Asp Val Ala Val ; Lys He Leu Lys Val Val Asp Pro Thr Pro 
370 375 380 

Glu Gin Phe Gin Ala Phe Arg Asn Glu Val Ala Val Leu Arg Lys Thr 
385 390 395 . 400 

Arg His Val Asn He Leu Leu Phe Met Gly Tyr Met Thr Lys Asp Asn 
405 410 415 

Leu Ala He Val Thr Gin Trp Cys Glu Gly Ser Ser Leu Tyr Lys His 
420 425 430 

Leu His Val Gin Glu Thr Lys Phe Gin Met Phe Gin Leu He Asp He 
435 440 445 
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Ala Arg Gin Thr Ala Gin Gly Met Asp Tyr Leu His Ala Lys Asn He 
450 455 460 

Me His Arg Asp Met Lys Ser Asn Asn He Phe Leu His Glu Gly Leu 
465 470 475 480 

Thr Val Lys lie Gly Asp Phe Gly Leu Ala Thr Val Lys Ser Arg Trp 
485 490 '. 495 

Ser Gly Ser Gin Gin Val Glu Gin Pro Thr Gly Ser Val Leu Trp Met 
500 505 , 510 

Ala Pro Glu Val lie Arg Met Gin Asp Asn Asn Pro Phe Ser Phe- Gin 
515 520 525 

Ser Asp Val Tyr Ser Tyr Gly He Val Leu Tyr Glu Leu Met Thr Gly . 
530 535 540 



Glu Leu Pro Tyr Ser His He Asn Asn Arg Asp Gin He He Phe Met 
545 550 555 560 

Val Gly Arg Gly Tyr Ala Ser Pro Asp Leu Ser Lys Leu Tyr Lys Asn 
565 570 575 

Cys Pro Lys Ala Met Lys Arg Leu Val Ala Asp Cys Val Lys Lys Val 
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Lys Glu Glu Arg Pro Leu Phe Pro Gin lie Leu Ser Ser He Glu Leu 
595 600 605 

Leu Gin His Ser Leu Pro Lys He Asn Arg Ser Ala Ser Glu Pro Ser 
610 615 620 

Leu His Arg Ala Ala His Thr Glu Asp He Asn Ala Cys Thr Leu Thr 

625 . 630 635 640 

Thr Ser Pro Arg Leu Pro Val Phe 
645 

<210> 18 
<211> 480 

T <2t2>.PRT__ _ ._..„_._, 

<213> Homo sapiens 

<400> 18 ; 

Met Ser Asp Val Ala lie Val Lys Glu Gly Trp Leu His Lys Arg Gly 
1 5 10 15 



Glu Tyr He Lys Thr Trp Arg Pro Arg Tyr Phe Leu Leu Lys Asn Asp 
20 25 30 
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Gly Thr Phe He Gly Tyr Lys Glu Arg Pro Gin Asp Val Asp Gin Arg 
35 . 40 45 

Glu Ala Pro Leu Asn Asn Phe Ser Val Ala Gin Cys Gin Leu Met Lys , 

50 55 60 

Thr Glu Arg Pro Arg Pro Asn Thr Phe Me lie Arg Cys Leu Gin Trp = 
65 70 75 80 

Thr Thr Val He Glu Arg Thr Phe His Val Glu Thr Pro Glu Glu Arg 

85 90 95 ' 

Glu Glu Trp Thr Thr Ala He Gin Thr Val Ala Asp Gly Leu Lys Lys 
100 105 110 

Gin Glu Glu Glu Glu Met Asp Phe Arg Ser Gly Ser Pro Ser Asp Asn 

______ 115. 120 . 125 

Ser Gly Ala Glu Glu Met Glu Val Ser Leu Ala Lys Pro Lys His Arg 

130 135 " 140 

Val Thr Met Asn Glu Phe Glu Tyr Leu Lys Leu Leu Gly Lys Gly Thr 
145 . 150 155 160 

Phe Gly Lys Val He Leu Val Lys Glu Lys Ala Thr Gly Arg Tyr Tyr 
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Ala Met Lys He Leu Lys Lys Glu Val He Val Ala Lys Asp Glu Val 
180 185 190 

Ala His Thr Leu Thr Glu Asn Arg Val Leu Gin Asn Ser Arg His Pro 
195 . 200 205 

Phe Leu Thr Ala Leu Lys Tyr Ser Phe Gin Thr His Asp Arg Leu Cys 

210 215 ' 220 

Phe Val Met Glu Tyr Ala Asn Gly Gly Glu Leu Phe Phe His Leu Ser 

. 225 230 235 240 

Arg Glu Arg Val Phe Ser Glu Asp Arg Ala Arg Phe Tyr Gly Ala Glu 
245 250 255 

He Val Ser Ala Leu Asp Tyr Leu_ His Ser Glu Lys Asn Val Val Tyr _ 

260 - ------ 265 270 

Arg Asp Leu Lys Leu Glu Asn Leu Met Leu Asp Lys Asp Gly His lie 
275 280 285 

Lys He Thr Asp Phe Gly Leu Cys Lys Glu Gly lie Lys Asp Gly Ala 
290 295 300 

Thr Met-Lys Thr Phe~ Cys Gly-Thr Pro- Glu -Tyr-L-eu-Ala-Pro-Glu-Val 
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305 310 315 320 

Leu Glu Asp Asn Asp Tyr Gly Arg Ala Val Asp Trp Trp Gly Leu Gly 
325 330 335 

Val Val Met Tyr Glu Met Met Cys Gly Arg Leu Pro Phe Tyr Asn Gin 
340 345 350 

Asp His Glu Lys Leu Phe Glu Leu He Leu Met Glu Glu lie Arg Phe 
355 360 365 

Pro Arg Thr Leu Gly Pro Glu Ala Lys' Ser Leu Leu Ser Gly Leu Leu 
370 375 380 

Lys Lys Asp Pro Lys Gin Arg Leu Gly Gly Gly Ser Glu Asp Ala Lys 
385 390 395' -•. 400 

Glu He Met . Gin His Arg Phe Phe Ala Gly lie Val Trp Gin His Val 
405 . 410 415 

Tyr Glu Lys Lys Leu Ser Pro Pro Phe Lys Pro Gin Val Thr Ser Glu 
420 425 430 

Thr Asp Thr Arg Tyr Phe Asp Glu Glu Phe Thr Ala Gin Met He Thr 

435 440 445.. 
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lie Thr Pro Pro Asp Gin Asp Asp Ser Met Glu Cys Val Asp Ser Glu 
450 455 460 

Arg Arg Pro His Phe Pro Gin Phe Ser Tyr Ser Ala Ser Ser Thr Ala 
465 470 475 : 480 

<210> 19 
■<211> 724 
<212> PRT 

<213> Homo sapiens 
<400> 19 

Met Ser Ala Glu Gly Tyr Gin Tyr Arg Ala Leu Tyr Asp Tyr Lys Lys 
1 5 10 15 

Glu Arg Glu Glu Asp lie Asp Leu His Leu Gly Asp He Leu Thr Val 
20 25 30 

Asn Lys Gly Ser Leu "Val Ala Leu Gly Phe Ser Asp Gly Gin Glu Ala 
35 40 45 

Arg Pro Glu Glu He Gly. Trp Leu Asn Gly Tyr Asn Glu Thr Thr Gly 
50 55 60 

Glu "Arg Gly -Asp Phe- Pro Gly- Thr Tyr- Val Glu-Tyr-Ile Gly Arg -Lys 
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65 70 75 80 

Lys He Ser Pro Pro Thr Pro Lys Pro Arg Pro Pro Arg Pro Leu Pro 
85 90 95 

Val Ala Pro Gly Ser Ser Lys Thr Glu Ala Asp Val Glu Gin Gin Ala 
iOO 105 110 

Leu Thr Leu Pro Asp Leu Ala Glu Gin Phe Ala Pro Pro Asp lie Ala 
115 120 125' 

Pro Pro Leu Leu He Lys Leu Val Glu Ala He Glu Lys Lys Gly Leu 
130 135 140 

Glu Cys Ser Thr Leu Tyr Arg Thr Gin Ser Ser Ser Asn Leu Ala Glu 
145 150 155 160 

e 

Leu Arg Gin Leu Leu Asp Cys Asp Thr Pro Ser Val Asp Leu Glu Met 
165 . 170 ' 175 

He Asp Val His Val Leu Ala Asp Ala Phe Lys Arg Tyr Leu Leu Asp 
180 185 190 



Leu Pro Asn Pro Val He Pro Ala Ala Val Tyr Ser Glu Met He Ser 
195 200 205 
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Leu Ala Pro Glu Val Gin Ser Ser Glu Glu Tyr He Gin Leu Leu Lys 
210 215 220 

Lys Leu He Arg Ser Pro Ser He Pro His Gin Tyr Trp Leu Thr Leu 

225 230 235 240 

Gin Tyr Leu Leu Lys His Phe Phe Lys Leu Ser Gin Thr Ser Ser Lys 
245 250 255 

Asn Leu Leu Asn Ala Arg Val Leu Ser Glu He Phe Ser Pro Met Leu 
260 265 270 

Phe Arg Phe Ser. Ala Ala Ser Ser Asp Asn Thr Glu Asn Leu He Lys 
275 280 285 

Val He Glu He Leu He Ser Thr Glu Tri> Asn Glu Arg Gin Pro Ala 
290 295 300 



Pro Ala Leu Pro Pro Lys Pro Pro Lys Pro Thr Thr Val Ala Asn Asn 
305 310 315 320. 

Gly Met Asn Asn Asn Met Ser Leu Gin Asn Ala Glu Trp Tyr Trp Gly 

.325 330 335 

Asp He Ser Arg Glu Glu Val Asn Glu Lys Leu Arg Asp Thr Ala Asp 
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Gly Thr Phe Leu Val Arg Asp Ala Ser Thr Lys Met His Gly Asp Tyr 
355 360 365 

Thr Leu Thr Leu Arg Lys Gly Gly Asn Asn Lys Leu He Lys lie Phe 
370 375 380 

His Arg Asp Gly Lys Tyr Gly Phe Ser Asp Pro Leu Thr Phe Ser Ser 

385 390 395 • 400 . 

Val Val Glu Leu He Asn His Tyr Arg Asn Glu Ser Leu Ala Gin Tyr 
405 410 415 

Asn Pro Lys Leu Asp Val Lys Leu Leu Tyr Pro Val Ser Lys Tyr Gin 
420 425 430 

Gin Asp Gin Valval Lys Glu Asp Asn He Glu Ala Val Gly Lys Lys 

435 440 445 - - 

Leu His Glu Tyr Asn Thr Gin Phe Gin Glu Lys Ser Arg Glu Tyr Asp 
450 455 460 

Arg Leu Tyr Glu Glu Tyr Thr Arg Thr Ser Gin Glu lie Gin Met Lys 
465 470 475 480 

Arg Thr Ala lie Glu Ala Phe Asn Glu Thr He Lys He Phe Glu- Glu 
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485 490 . 495 

Gin Cys Gin Thr Gin Glu Arg Tyr Ser Lys Glu Tyr He Glu Lys Phe 
500 505 510 

Lys Arg Glu Gly Asn Glu Lys Glu He Gin Arg He Met His Asn Tyr 

• 515 520 525 

Asp Lys Leu Lys Ser Arg He Ser Glu He He Asp Ser Arg Arg Arg 
530 535 540 

Leu Glu Glu Asp Leu Lys Lys Gin Ala Ala Glu Tyr Arg Glu He Asp 

545 550 ' 555 560 

Lys Arg Met Asn Ser lie Lys Pro Asp Leu He Gin Leu Arg Lys Thr 
565 570 575 

Arg Asp Gin Tyr Leu Met Trp Leu Thr Gin Lys Gly Val Arg Gin Lys 
580 585 590 

Lys Leu Asn Glu Trp Leu Gly Asn Glu Asn Thr Glu Asp Gin Tyr Ser 
595 600 605 



Leu Val Glu Asp Asp Glu Asp Leu Pro His His Asp Glu Lys Thr Trp 
610 615 620 
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Asn Val Gly Ser Ser Asn Arg Asn Lys Ala Glu Asn Leu Leu Arg Gly 
625 • 630 635 640 

Lys Arg Asp Gly Thr Phe Leu Val Arg Glu Ser Ser Lys Gin Gly Cys 
645 650 655 

Tyr Ala Cys Ser Val val Val Asp Gly Glu Val Lys. His Cys Val lie 
; 660 ■ 665 670 

Asn Lys Thr Ala thr Gly Tyr Gly Phe Ala Glu Pro Tyr Asn Leu Tyr 
675 680 685 

Ser Ser Leu Lys Glu Leu Val Leu His Tyr Gin His Thr Ser Leu Val 
690 695 700 

Gin His Asn Asp Ser Leu Asn Val Thr Leu, Ala Tyr Pro Val Tyr Ala 

705 _ 710 715 . _ _ 720 

Gin Gin Arg Arg 



<210> 20 
<211> 3056 
<212> PET 

<213> Homo - sapiens- • 
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<400> 20 

Met Ser Leu Val Leu Asn Asp Leu Leu He Cys Cys Arg Gin Leu Glu 
1 5 10 15 

His Asp Arg Ala Thr Glu Arg Lys Lys Glu Val Glu Lys Phe Lys Arg 

20 25 30 

Leu He Arg Asp Pro Glu Thr He Lys His Leu Asp Arg His Ser Asp 
35 40 45 

Ser Lys Gin Gly Lys Tyr Leu Asn Trp Asp Ala Val Phe Arg Phe Leu 
50 55 60 

Gin Lys Tyr Me Gin Lys Glu Thr- Glu Cys Leu Arg He Ala Lys Pro 
65 70 75 80 



Asn Val Ser Ala Ser Thr Gin Ala Ser Arg Gin Lys Lys Met Gin Glu 
85 90 95 

He Ser Ser Leu Val Lys Tyr Phe He Lys Cys Ala Asn Arg Arg Ala 
100 105 110 



Pro Arg Leu Lys Cys Gin Glu Leu Leu Asn Tyr He Met Asp Thr Val 
115 120 125 
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Lys Asp Ser Ser Asn Gly Ala He Tyr Gly Ala Asp Cys Ser Asn He 
130 135 140 

Leu Leu Lys. Asp lie Leu Ser Val Arg Lys Tyr Trp Cys Glu He Ser 
145 150 155 160 

Gin Gin Gin Trp Leu Glu Leu Phe Ser Val Tyr Phe Arg Leu Tyr Leu 
165 170 175 

Lys Pro Ser. Gin Asp Val His Arg Val Leu Val Ala Arg He He His 
180 185 190 

Ala Val Thr Lys Gly Cys Cys Ser Gin Thr Asp Gly Leu Asn Ser Lys 
195 200 205 

Phe Leu Asp Phe Phe Ser Lys Ala He Gin Cys Ala Arg Gin Glu Lys 

210 .. . .. .. . 215. .220 _ 

Ser Ser Ser Gly Leu Asn His He Leu Ala Ala Leu Thr lie Phe Leu 
225 230 235 240 

Lys Thr Leu Ala Val Asn Phe Arg He Arg Val Cys Glu Leu Gly Asp 

245 . 250. 255 . 

Glu He Leu Pro Thr Leu Leu Tyr He Trp Thr Gin His Arg Leu Asn 

2 6 o — —-265 270 — 
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Asp Ser Leu Lys Glu Val He He Glu Leu Phe Gin Leu Gin He Tyr 
275 280 285 

lie His His Pro Lys Gly Ala Lys Thr Gin Glu Lys Gly Ala Tyr Glu 
290 295 300 

- Ser Thr Lys Trp Arg Ser lie Leu Tyr Asn Leu Tyr Asp Leu Leu Val 

305 310 315 320 

Asn Glu He Ser His He Gly Ser Arg Gly Lys Tyr Ser Ser Gly Phe 
325 330 335 

Arg Asn ile Ala Val Lys Glu Asn Leu He Glu Leu Met Ala Asp He 
340 345 350 

Cys His Gin Val Phe Asn Glu Asp Thr Arg Ser Leu Glu He Ser Gin 
- 355 360 365 

Ser Tyr Thr Thr Thr Gin Arg Glu Ser Ser Asp Tyr Ser Val Pro Cys 
370 375 . 380 

Lys Arg Lys Lys Ile Glu Leu Gly Trp Glu Val Ile Lys Asp His Leu 
385 390 395 400 

Gin Lys -Ser- Gin Asn Asp Phe- Asp Leu VahPro Trp Leu G in l ie Ala- 



WO 01/09316 



PCT/JP00/05061 



73/172 

405 410 415 

Thr Gin Leu lie Ser Lys Tyr Pro. Ala Ser Leu Pro Asn Cys Giu Leu 
420 425 430 

Ser Pro Leu Leu Met lie Leu Ser Gin Leu Leu Pro Gin Gin, Arg His 
435 440 445 

Gly. Glu Arg Thr Pro Tyr Val Leu Arg Cys Leu Thr Glu Val Ala Leu 
450 455 460 

Cys Gin Asp Lys Arg Ser Asn Leu Glu Ser Ser Gin Lys Ser Asp Leu 
465 470 475 480 

Leu Lys Leu Trp Asn Lys He Trp Cys lie Thr Phe Arg Gly He Ser 
485 490 , 495 



Ser Glu Gin He Gin Ala Glu Asn Phe Gly Leu Leu Gly Ala He He 
500 505 510 . 



Gin Gly Ser Leu Val Glu Val Asp Arg Glu Phe Trp Lys Leu Phe Thr 
515 520 525 



Gly Ser Ala Cys Arg Pro Ser Cys Pro Ala Val Cys Cys Leu Thr Leu 
530 535 540 
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Ala Leu Thr Thr Ser lie Val Pro Gly Ala Val Lys Met Gly lie Glu 
545 550 555 560 

Gin Asn Met Cys Glu Val Asn Arg Ser Phe Ser Leu Lys Glu Ser lie 
565 570 : 575 

Met Lys Trp Leu Leu Phe Tyr Gin Leu Glu Gly Asp Leu Glu Asn Ser 

~ 580 1 585 ' 590 

Thr Glu Val Pro Pro lie Leu His Ser Asn Phe Pro His Leu Val Leu 

595 600 605 

Glu Lys lie Leu Val Ser Leu Thr Met Lys Asn Cys Lys Ala Ala Met 
.610 615 620 

Asn Phe Phe Gin Ser Val Pro Glu Cys Glu His His Gin Lys Asp Lys 

625 L 630 635 640 _ _ 



Glu Glu Leu Ser Phe Ser Glu Val Glu Glu Leu Phe leu Gin Thr Thr 

'* - v 645 ■ ' 650 " 655 ; " 

Phe Asp Lys Met Asp Phe LeU Thr lie Val Arg Glu Cys Gly He Glu 

660 665 ... 670 

Lys His Gin Ser Ser lie Gly Phe Ser Val His Gin Asn Leu Lys Glu 

— - 675 — — 680 - — — " 685— — — 
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Ser Leu Asp Arg Cys Leu Leu Gly Leu Ser Glu Gin Leu Leu Asn Asn 
690 695 700 

Tyr Ser Ser Glu He Thr Asn Ser Glu Thr, Leu Val Arg Cys Ser Arg 
705 710 715, 720 

Leu Leu Val Gly Val Leu Gly Cys Tyr Cys Tyr Met Gly Val lie Ala 

725 730 735 

Glu Glu Glu Ala Tyr Lys Ser Glu Leu Phe Gin Lys Ala Asn Ser Leu 
740 745 750 

Met Gin Cys Ala Gly Glu Ser lie Thr Leu Phe Lys Asn Lys Thr Asn 
755 ; 760 765 

Glu Glu Phe Arg lie Gly Ser Leu Arg Met Met Gin Leu Cys Thr 

770 775 . 780 

Arg Cys Leu Ser Asn Cys Thr Lys Lys Ser Pro Asn Lys He Ala Ser 
785 790 795 . , 800 

Gly Phe Phe Leu Arg Leu Leu Thr Ser Lys Leu Met Asn Asp lie Ala 
805 810 815 

~Asp-He -Cys~Lys"Ser Leu~Ala-Ser Phe -Ile Lys LysPro Phe-Asp Arg — — 
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820 825 830 

Gly Glu Val Glu Ser Met Glu Asp Asp Thr Asn Gly Asn Leu Met Glu 
835 840 845 

Val Glu Asp Gin Ser Ser Met Asn Leu Phe Asn Asp Tyr Pro Asp Ser 

850 855 . 860 

Ser Val Ser Asp Ala Asn Glu Pro Gly Glu Ser Gin Ser Thr He Gly 
865 ' 870 875 880 

Ala lie Asn Pro Leu Ala Glu Glu Tyr Leu Ser Lys Gin Asp Leu Leu 
885 890 895 

Phe Leu Asp Met Leu Lys Phe Leu Cys Leu Cys Val Thr Thr Ala Gin 
900 905 910 

Thr Asn Thr Val Ser Phe Arg Ala Ala Asp He Arg Arg Lys Leu Leu 
915 920 925 

Met Leu He Asp Ser Ser Thr Leu Glu Pro Thr Lys Ser Leu His Leu 
930 935 940 



His Met Tyr Leu Met Leu Leu Lys Glu Leu Pro Gly Glu Glu Tyr Pro 
945 950 955 960 
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Leu Pro Met Glu Asp Val Leu Glu Leu Leu Lys Pro Leu Ser Asn Val 
965 970 975 . 

Cys Ser Leu Tyr Arg Arg Asp Gin Asp Val Cys Lys Thr lie Leu Asn 

980 985 990. . 

His Val Leu His Val Val Lys Asn Leu Gly Gin Ser Asn Met Asp Ser 
995 1000 1005 

Glu Asn Thr Arg Asp Ala Gin Gly Gin Phe Leu Thr Val He Gly Ala ; 
1010 1015 1020 . 

Phe Trp His Leu Thr Lys Glu Arg Lys Tyr He Phe Ser Val Arg Met 
1025 1030 1035 1040 

Ala Leu Val Asn Cys Leu Lys Thr Leu Leu Glu Ala Asp Pro Tyr Ser 
1045 1050 1055 

Lys Trp Ala lie Leu Asn Val Met Gly Lys Asp Phe Pro Val Asn Glu 
- ... 1060 1065 ■ ■ - • 1070 

Val Phe Thr Gin Phe Leu Ala Asp Asn His His Gin Val Arg Met Leu 
1075 1080 1085 

Ala Ala Glu Ser He Asn Arg Leu Phe Gin Asp Thr Lys Gly Asp Ser 
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Ser Arg Leu Leu Lys Ala Leu Pro Leu Lys Leu Gin Gin Thr Ala Phe 
1105 1110 1115 1120 

Glu Asn Ala Tyr Leu Lys Ala Gin Glu Gly Met Arg Glu Met Ser His 
1125 1130 1135 

Ser Ala Glu Asn Pro Glu thr Leu Asp Glu He Tyr Asn Arg Lys Ser 
1140 1145 1150 

Val Leu Leu Thr Leu He Ala Val Val Leu Ser Cys Ser Pro He Cys 
1155 1160 • 1165 

Glu Lys Gin Ala Leu Phe Ala Leu Cys Lys Ser Val Lys Glu Asn Gly 
1170 1175 1180 

Leu Glu Pro His Leu Val Lys Lys Val Leu Glu Lys Val Ser Glu Thr 
1185 . 1190 . - 1195 1200 

Phe Gly Tyr Arg Arg Leu Glu Asp Phe Met Ala Ser His Leu , Asp Tyr 
1205 1210 1215 

Leu Val Leu Glu Trp Leu Asn Leu Gin Asp Thr Glu Tyr Asn Leu Ser 
1220 1225 1230 

Ser Phe Pro Phe He Leu. Leu Asn Tyr Thr Asn He Glu Asp Phe Tyr 
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1235 1240 1245 

Arg Ser Cys Tyr Lys Val Leu He Pro His Leu Val He Arg Ser His 
1250 1255 1260 

Phe Asp Glu Val Lys Ser He Ala Asn Gin He Gin Glu Asp Trp Lys 
1265 1270 1275 1280 

Ser Leu Leu Thr Asp Cys Phe Pro Lys He Leu Val Asn lie Leu Pro 
1285 1290 1295 

Tyr Phe Ala Tyr Glu Gly Thr Arg Asp Ser Gly Met Ala Gin Gin- Arg 
1300 1305 1310 

Glu Thr Ala Thr Lys Val Tyr Asp Met Leu Lys Ser Glu Asn Leu Leu 
1315 1320 1325 

Gly Lys Gin He Asp His Leu Phe lie Ser Asn Leu Pro Glu He Val 
1330 1335 1340 

Val Glu Leu Leu Met Thr Leu His Glu Pro Ala Asn Ser Ser Ala Ser 
1345 1350 1355 1360 



Gin Ser Thr Asp Leu Cys Asp Phe Ser Gly Asp Leu Asp Pro Ala Pro 
1365 1370 1375 
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Asn Pro Pro His Phe Pro Ser His Val He Lys Ala Thr Phe Ala Tyr 
1380 1385 1390 

He Ser Asn Cys His Lys Thr Lys Leu Lys Ser lie Leu Glu Me Leu 
1395 1400 1405 

Ser Lys Ser Pro Asp Ser Tyr Gin Lys. lie Leu Leu Ala He Cys Glu. 
1410 1415 , 1420 . 

Gin Ala Ala Glu Thr Asn Asn Val Tyr Lys Lys His Arg He Leu Lys 
1425 1430 1435 1440 

He Tyr His Leu Phe Val Ser Leu Leu Leu Lys Asp lie Lys Ser Gly 
1445 1450 r. 1455 

Leu Gly Gly Ala Trp Ala Phe Val Leu Arg Asp Val He Tyr Thr Leu 

1460 1465 1470 _ _ 

He His Tyr He Asn Gin Arg Pro Ser Cys He Met Asp Val Ser Leu 
1475 1480 1485 

Arg Ser Phe Ser Leu Cys Cys Asp Leu Leu Ser Gin Val Cys Gin Thr 
1490 1495 1500 

Ala Val Thr Tyr Cys Lys Asp Ala Leu Glu Asn His Leu His Val He 

.1505 1510 1515- 1520 
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Val Gly Thr Leu lie Pro Leu Val Tyr Glu Gin Val Glu Val Gin Lys 
1525 1530 1535 

Gin Val Leu Asp Leu Leu Lys Tyr Leu Val He Asp Asn Lys Asp Asn 
1540 1545 1550 

Glu Asn Leu Tyr lie Thr He Lys Leu Leu Asp Pro Phe Pro Asp His 
1555 1560 1565 

Val Val Phe Lys Asp Leu Arg He Thr Gin Gin Lys He Lys Tyr Ser 
1570 • 1575 1580 

Arg Gly Pro Phe Ser Leu Leu Glu Glu He Asn His Phe Leu Ser Val 
1585 1590 1595 1600 

Ser Val Tyr Asp Ala Leu Pro Leu Thr Arg Leu Glu Gly Leu Lys Asp 
. . 1605 1610 1615 

Leu Arg Arg Gin Leu Glu Leu His Lys Asp Gin Met Val Asp He Met 
1620 1625 1630 

* , ■ . 

Arg Ala Ser Gin Asp Asn Pro Gin Asp Gly He Met Val Lys Leu Val 
1635 1640 1645 

Val Asn. Leu Leu Gin Leu Ser Lys Met Ala He Asn His -Thr Gly -Glu 
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1650 1655 1660 

Lys Glu Val Leu Glu Ala Val Gly Ser Cys Leu Gly Giu Val Gly Pro 
1665 1670 1675 , 1680 

He Asp Phe Ser Thr He Ala lie Gin His Ser Lys Asp Ala Ser Tyr 
1685 1690 1695 

Thr Lys Ala Leu Lys Leu Phe Glu Asp Lys Glu Leu Gin Trp Thr Phe 
1700 1705 1710 

He Met Leu Thr Tyr Leu Asn Asn Thr Leu Val Glu Asp Cys Val Lys 
1715 1720 1725 

Val Arg Ser Ala Ala Val Thr Cys Leu Lys Asn He Leu Ala Thr Lys 
1730 1735 1740 



Thr Gly His Ser Phe Trp Glu He Tyr Lys Met Thr Thr Asp Pro Met 
1745 1750 1755 1760 



Leu Ala Tyr Leu Gin Pro Phe Arg Thr Ser Arg Lys Lys Phe Leu Glu 
■ 1765 1770 1775 

Val Pro Arg Phe Asp Lys Glu Asn Pro Phe Glu Gly Leu Asp Asp He 
1780 1785 1790 
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Asn Leu Trp Me Pro Leu Ser Gly Asn His Asp He Trp He Lys Thr 

1795 1800 1805 

.- . ■ ■ " . ■ 

Leu Thr Cys Ala Phe Leu Asp Ser Gly Gly Thr Lys Cys Glu He Leu 
1810 1815 1820 

Gin Leu . Leu Lys Pro Met Cys Glu Val Lys Thr Asp Phe Cys Gin Thr 
1825 1830 1835 1840 

Val Leu Pro Tyr Leu He His Asp He Leu- Leu Gin Asp Thr Asn Glu 
1845 . 1850 1855 ■'; 

Ser Trp Arg Asn Leu Leu Ser Thr His Val Gin Gly Phe Phe Thr Ser 
1860 1865 1870 

Cys Leu Arg His Phe Ser Gin Thr Ser Arg Ser Thr Thr Pro Ala Asn 
• 1875 1880 ._ 1885 _ 

Leu Asp Ser Glu Ser Glu His Phe Phe Arg Cys Cys Leu Asp Lys Lys 
1890 1895 19.00 

Ser Gin Arg Thr Met Leu Ala Val Val Asp Tyr Met Arg Arg Gin Lys 
1905 1910 1915 1920 

Arg Pro Ser Ser Gly Thr lie Phe Asn Asp Ala Phe Trp Leu Asp Leu 
- - 1925 - - -1930 -1935 
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Asn Tyr Leu Glu Val Ala Lys Val Ala Gin Ser Cys Ala Ala His Phe 
1940 1945 1950 

Thr Ala Leu Leu Tyr Ala Glu lie Tyr Ala Asp Lys Lys Ser Met Asp 
1955 1960 1965 

Asp Gin Glu Lys Arg Ser Leu Ala Phe Glu Glu Gly Ser Gin Ser Thr 
1970 1975 : , 1980 

Thr He Ser Ser Leu Ser Glu Lys Ser Lys Glu Glu Thr Gly He Ser 
1985 1990 1995 2000 

Leu Gin Asp Leu Leu Leu Glu lie Tyr Arg Ser lie, Gly Glu Pro Asp 
2005 2010 2015. 

Ser Leu Tyr Gly Gys Gly Gly Gly Lys Met Leu Gin Pro He Thr Arg 
2020 2025 2030 

Leu Arg Thr Tyr Glu His Glu Ala Met Trp Gly Lys Ala Leu Val Thr 
2035 2040 2045 

Tyr Asp Leu Glu Thr Ala He Pro Ser Ser Thr Arg Gin Ala Gly He 
2050 2055 2060 

He Gin Ala Leu Gln-Asn Leu Gly Leu Cys His He Leu Ser Val Tyr 
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2065 2070 2075 2080 

Leu Lys Gly Leu Asp Tyr Glu Asn Lys Asp Trp Cys Pro Glu Leu Glu 
2085 2090 2095 

Glu Leu His Tyr Gin Ala Ala Trp Arg Asn Met Gin Trp Asp His Cys 
2100 2105 2110 

Thr Ser Val Ser Lys Glu Val Glu Gly Thr Ser Tyr His Glu Ser Leu 
2115 2120 2125 

Tyr Ash Ala Leu Gin Ser Leu Arg Asp Arg Glu Phe Ser Thr Phe Tyr 
2130 2135 2140 

Glu Ser Leu Lys Tyr Ala Arg Val Lys Glu Val Glu Glu Met Cys Lys 
2145 2150 2155 2160 



Arg Ser Leu Glu Ser Val Tyr Ser Leu Tyr Pro Thr Leu Ser Arg Leu 
2165 2170 2175 

Gin Ala He Gly Glu Leu Glu Ser lie Gly Glu Leii Phe Ser Arg Ser 
2180 2185 2190 

Val Thr His Arg Gin Leu Ser Glu Val Tyr He Lys Trp Gin Lys His 
2195 2200 2205 
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Ser Gin Leu Leu Lys Asp Ser Asp Phe Ser Phe Gin Glu Pro He Met 
2210 2215 2220 

Ala Leu Arg Thr Val He Leu Glu He Leu Met Glu Lys Glu Met Asp 
2225 2230 . 2235 . 2240 

Asn Ser Gin Arg Glu Cys He Lys Asp He Leu Thr Lys His Leu Val 
2245 2250 2255 

Glu Leu Ser He Leu Ala Arg Thr Phe Lys Asn Thr Gin Leu Pro Glu 
2260 2265 2270 

Arg Ala He Phe Gin He Lys Gin Tyr Asn Ser Val Ser Cys Gly Val 
2275 2280 2285 

Ser Glu Trp Gin Leu Glu Glu Ala Gin Val Phe Trp Ala Lys Lys Glu 
2290 2295 2300 



Gin Ser Leu Ala Leu Ser lie Leu Lys Gin Met lie Lys Lys Leu Asp 
2305 2310 2315 2320 

Ala Ser Cys Ala Ala Asn Asn Pro Ser Leu Lys Leu Thr Tyr Thr Glu 
2325 2330 2335 

Cys Leu Arg Val Cys Gly Asn Trp Leu Ala Glu Thr Cys Leu Glu Asn 
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Pro Ala Val lie Met Gin Thr Tyr Leu Glu Lys Ala Val Glu Val Ala 
2355 2360 2365 

Gly Asn Tyr Asp Gly Glu Ser Ser Asp Glu Leu Arg Asn Gly Lys Met 
2370 2375 2380 

Lys Ala Phe Leu Ser Leu Ala Arg Phe Ser Asp Thr Gin Tyr Gin Arg 
2385 2390 2395 2400 . 

He Glu Asn Tyr Met Lys Ser Ser Glu Phe Glu Asn Lys Gin Ala Leu 
2405 2410 2415 

Leu Lys Arg Ala Lys Glu Glu Val Gly Leu Leu Arg Glu His Lys He 
2420 2425 . 2430 " 

Gin Thr Asn Arg Tyr Thr Val_ Lys Val Gin Arg Glu Leu Glu Leu Asp 
2435 2440 - 2445 

Glu Leu Ala Leu Arg Ala Leu Lys Glu Asp Arg Lys Arg Phe Leu Cys 
2450 2455 2460 

Lys Ala Val Glu Asn Tyr He Asn Cys Leu Leu Ser Gly Glu Glu His 
2465 2470 2475 2480 

Asp Met Trp Val Phe Arg Leu Cys Ser Leu Trp Leu Glu Asn Ser Gly - 
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r 

2485 2490 2495 

Val Ser Glu Val Asn Gly Met Met Lys Arg Asp Gly Met Lys He Pro 
2500 2505 2510 

Thr Tyr Lys Phe Leu Pro Leu Met Tyr Gin Leu Ala Ala Arg Met Gly 
2515 2520 2525 

Thr Lys Met Met Gly Gly Leu Gly Phe His Glu Val Leu Asn Asn Leu 
2530 2535 . 2540 

He Ser Arg He Ser Met Asp His Pro His His Thr Leu Phe He lie 
2545 2550 2555 2560 

Leu Ala Leu Ala Asn Ala Asn Arg Asp Glu Phe Leu Thr Lys Pro Glu 
2565 2570 2575 

Val Ala Arg Arg Ser Arg lie Thr Lys Asn Val Pro Lys Gin Ser Ser 
2580 2585 2590 

Gin Leu Asp Glu Asp Arg Thr Glu Ala Ala Asn Arg He He Cys Thr 
2595 2600 2605 

He Arg Ser Arg Arg Pro Gin Met Val Arg Ser Val Glu Ala Leu Cys 
2610 2615 2620 
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Asp Ala Tyr He He Leu Ala Asn Leu Asp Ala Thr Gin Trp Lys Thr 
2625 2630 2635 2640 

Gin Arg Lys Gly He Asn He Pro Ala Asp Gin Pro He Thr Lys Leu 
2645 2650 2655 . 

Lys Asn Leu Giu Asp Vai Vai Val Pro Thr Met Glu He Lys Val Asp 
2660 2665 2670 

His Thr Gly Glu Tyr Gly Asn Leu Val Thr He Gin Ser Phe Lys Ala 
2675 2680 2685 

Glu Phe Arg Leu Ala Gly Gly Val Asn Leu Pro Lys lie He Asp Cys 
2690 2695 2700 

Val Gly Ser Asp Gly Lys Glu Arg Arg Gin Leu Val Lys Gly Arg Asp 
2705 _ 2710 _ 2715 2720 

Asp Leu Arg Gin Asp Ala Val Met Gin Gin Val Phe Gin Met Cys Asn 
2725 • 2730 2735 ■ 

Thr Leu Leu Gin Arg Asn Thr Glu Thr Arg Lys Arg Lys Leu Thr He 
2740 2745 2750 

Cys Thr Tyr Lys Val Val Pro Leu Ser Gin Arg Ser Gly Val Leu Glu 
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Trp Cys Thr Gly Thr Val Pro He Gly Glu Phe Leu Val Asn Asn Glu 
2770 2775 2780 

Asp Gly Ala His Lys Arg Tyr Arg Pro Asn Asp Phe Ser Ala Phe Gin 
2785 2790 t 2795 2800 

Gys Gin Lys Lys Met Met Glu Val Gin Lys Lys Ser Phe Glu Glu Lys 
. 2805 • 2810 2815 

Tyr Glu Val Phe Met Asp Val Cys Gin Asn Phe Gin Pro Val Phe Arg 
2820 2825 2830 

Tyr Phe Cys Met Glu Lys Phe Leu Asp Pro Ala He Trp Phe GlU Lys 
2835 2840 2845 

Arg Leu Ala Tyr Thr Arg Ser Val Ala Thr Ser Serlle Vaj Gly Tyr 
- 2850 2855 2860- 

Ile Leu Gly Leu Gly Asp Arg His Val Gin Asn lie Leu lie Asn Glu 
2865 2870 . 2875 : 2880 

Gin Ser Ala Glu Leu Val His He Asp Leu Gly Val Ala Phe Glu Gin 
2885 2890 2895 

Gly-Lys lie Leu- Pro Thr Pro Glu Thr Val Pro Phe Arg Leu Thr Arg 
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2900 2905 2910 

Asp He Val Asp Gly Met Gly lie Thr Gly Val Glu Gly Val Phe Arg 
2915 2920 2925 

Arg Gys Cys Glu Lys Thr Met Glu Val Met Arg Asn Ser Gin Glu Thr 
2930 2935 . 2940 

Leu Leu Thr He Val Glu Val Leu Leu Tyr Asp Pro Leu Phe Asp Trp 
29.45 2950 2955 . 2960 / 

Thr Met Asn Pro Leu Lys Ala Leu Tyr Leu Gin Gin Arg Pro Glu Asp 
2965 2970, 2975 

Glu Thr Glu Leu His Pro Thr Leu Asn Ala Asp Asp Gin Glu Cys Lys 
2980 2985 2990 



Arg Asn Leu Ser Asp He Asp Gin Ser Phe Asp Lys Val Ala Glu Arg 
2995 3000 3005 

Val Leu Met Arg Leu Gin Glu Lys Leu Lys Gly Val Glu Glu Gly Thr 
3010 3015 3020 

Val Leu Ser Val Gly Gly Gin Val Asn Leu Leu He Gin Gin Ala He 
3025 3030 3035 3040 



WO 01/09316 



Asp Pro Lys Asn Leu Ser Arg L.eu , 
3045 



<210> 21 

<211> 450 

<212> PRT ' - ' . • 

<213> Homo sapiens 

<400> 21 

Met Ser Ala He Gin Ala Ala up . 

1 ' 5. 

Lys Tyr Asn Phe His Gly Thr Air n- 
20 

" Gly Asp~Val" Leu "Thr fl e Val A!" 

35 . '' n 

Lys Ala Lys Asn Lys Val Gly Arg Glu 
50 55 



Val Gin Lys Arg Glu Gly Val L> a „ lu 
65 70 
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Lys Asn Asp Ala Thr Ala Gin Ala Phe Leu Ala Glu Ala Sen Val Met 
225 230 235 240 

Thr Gin Leu Arg His Ser Asn Leu Val Gin Leu Leu Gly Val lie Val . 
245 250 255 

Glu Glu Lys Gly Gly Leu Tyr He Val Thr Glu Tyr Met Ala Lys Gly 
260 265 270 

Ser Leu Val Asp Tyr Leu Arg Ser Arg Gly Arg Ser Val Leu Gly Gly 
275 280 , 285 

Asp Cys Leu Leu Lys Phe Ser Leu Asp Val Cys, Glu Ala Met Glu Tyr 
290 295 300 

Leu Glu Gly Asn Asn Phe Val His Arg Asp Leu Ala Ala Arg Asn Val 
305 310 315 320 

Leu Val Ser Glu Asp Asn Val Ala Lys Val Ser Asp Phe Gly Leu Thr 
325 330 335 

Lys Glu Ala Ser Ser Thr Gin Asp Thr Gly Lys Leu Pro Val Lys Trp . 
340 345 350 

Thr. Ala Pro Glu Ala Leu Arg- Glu Lys Lys Phe Ser Thr- Lys Ser Asp 
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355 



360 



365 



Val Trp Ser Phe Gly He Leu Leu Trp Glu He Tyr Ser Phe Gly Arg 
370 375 380 

Val Pro Tyr Pro Arg He Pro Leu Lys Asp Val Val Pro Arg Val Glu 
385 390 395 400 

Lys Gly Tyr Lys Met Asp Ala Pro Asp Gly Cys Pro Pro Ala Val Tyr 
405 .410 415 



Glu Val Met Lys Asn Cys 
420 



Trp His Leu Asp Ala Ala Met Arg Pro Ser 
425 . 430 



Phe Leu Gin Leu Arg Glu Gin Leu Glu His He Lys Thr His Glu Leu 
435 440 445 

His Leu . _ ; 
450 



<210> 22 
<211> 1142 
<212> PRT 

<213> Homo sapiens 
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<400> 22 

Met Ala Phe Cys Ala Lys Met Arg Ser Ser Lys Lys Thr Glu Val Asn • 
1 5 10 15 

Leu Glu Ala Pro Glu Pro Gly Val Glu Val He Phe Tyr Leu Ser Asp 

20 25 • . 30 

Arg Glu Pro Leu Arg Leu Gly Ser Gly Glu Tyr Thr Ala Glu Glu Leu >- 
35 40 45 

Cys He Arg Ala Ala Gin Ala Cys Arg He Ser Pro Leu Cys His Asn ' 
50 55 60 

Leu Phe Ala Leu Tyr Asp Glu Asn Thr Lys Leu Trp Tyr Ala Pro Asn 
65 70 75 80 

Arg Thr He Thr Val Asp Asp Lys Met Ser Leu Arg Leu His Tyr Arg 

85 90 95 

Met. Arg Phe Tyr Phe Thr Asn Trp His Gly Thr Asn Asp Asn Glu Gin 
100 105 110 

Ser Val Trp Arg His Ser Pro Lys Lys Gin Lys Asn Gly Tyr Glu Lys 
115 120 125 

Lys_Lys_ Ile-Pro-Asp-Ala -Thr Pro Leu-Leu -Asp-Ala Ser-Ser Leu ■Glu— - 
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130 135 140 

Tyr Leu Phe Ala Gin Gly Gin Tyr Asp Leu Val Lys Cys Leu Ala Pro 
145 150 155 160 

He Afg Asp Pro Lys Thr Glu Gin Asp. Gly His Asp He Glu Asn Glu 

165 . 170 . 175 

Cys Leu Gly Met Ala Val Leu Ala He Ser His Tyr Ala Met Met Lys 
180 185 ' .190 

Lys Met Gin Leu Pro Glu Leu Pro Lys Asp He Ser Tyr Lys Arg Tyr 
195 200 205 

lie Pro Glu Thr Leu Asn Lys Ser He Arg Gin Arg Asn Leu Leu Thr 
210 215 220 



Arg Met . Arg He Asn Asn Val Phe^Lys Asp Phe Leu Lys Glu Phe Asn 
225 230 ' 235 240 

Asn Lys Thr He Cys Asp Ser Ser Val Ser Thr His Asp Leu Lys Val 
245 250 255 

Lys Tyr Leu Ala Thr Leu Glu Thr Leu Thr Lys His Tyr Gly Ala Glu 
260 265 270 
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He Phe Glu Thr Ser Met Leu Leu He Ser Ser Glu Asn Glu Met Asn 

275 280 . . 285 

Trp Phe His Ser Asn Asp Gly Gly Asn Val Leu Tyr Tyr Glu Val Met 
290 295 300 

Val Thr Gly Asn Leu Gly He Gin Trp Arg His Lys Fro Asn Val Val 
305 310 315 320 

Ser Val Glu Lys Glu Lys Asn Lys Leu Lys Arg Lys Lys Leu Glu Asn 
325 330 335 

Lys Asp Lys Lys Asp Glu. Glu Lys Asn Lys He Arg Glu Glu Trp Asn 
340 345 350 

Asn Phe Ser Phe Phe Pro Glu He Thr His He Val He Lys Glu Ser 
355 360 365 



Val Val Ser He Asn Lys Gin Asp Asn Lys Lys Met Glu Leu Lys Leu 
370 375 380 

Ser Ser His Glu Glu Ala Leu Ser Phe Val Ser Leu Val Asp Gly Tyr 
385 390 395 400 

Phe Arg Leu Thr Ala Asp Ala His His Tyr Leu Cys Thr Asp Val Ala 
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Pro Pro Leu He Val His Asd He Gin Asn Gly Cys His Gly Pro He 
420 425 430 

Cys Thf Glu Tyr Ala lie Asn Lys Leu Arg Gin Glu Gly Ser Glu Glu 
435 440 445 

Gly Met Tyr Val Leu Arg Trp Ser Cys Thr Asp Phe Asp Asn He Leu 
450 455 460 

Met Thr' Val Thr Cys Phe Glu Lys Ser Glu Gin Val Gin Gly Ala Gin 
465 470. 475 480 

Lys Gin Phe Lys Asn Phe Gin lie Glu Val Gin Lys Gly Arg Tyr Ser 
485 490 495 

Leu His Gly Ser Asp Arg Ser Phe Pro Ser Leu Gly Asp Leu Met Ser 
500 505 510 

His Leu Lys Lys Gin He Leu Arg Thr Asp Asn He Ser Phe Met Leu 
515 520 525 

Lys Arg Cys Cys Gin Pro Lys Pro Arg Glu He Ser Asn Leu Leu Val 
530 535 540 

-Ala Thr-Lys-Lys Ala Gin Glu Trp Gin Pro Val -Tyr- Pro- Met Ser Gin 
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545 550 555 560 

Leu Ser Phe Asp Arg He Leu Lys Lys Asp Leu Val Gin Gly Glu His 
565 570 575 

Leu Gly Arg Gly Thr Arg Thr His He Tyr Ser Gly Thr Leu Met Asp 

580 585 . 590 . 

Tyr Lys Asp Asp Glu Gly Thr Ser Glu Glu Lys Lys He Lys Val lie 
595 600 605 

Leu Lys Val Leu Asp Pro Ser His Arg Asp He Ser Leu Ala Phe Phe 
610 615 620 

Glu Ala Ala Ser Met Met Arg Gin Val Ser His Lys His He Val Tyr 
625 630 635 640 



Leu Tyr Gly Val Cys Val Arg Asp Val Glu Asn He Met Val Glu Glu 
645 650 655 

Phe Val Glu Gly Gly Pro Leu Asp Leu Phe Met His Arg Lys Ser Asp 
660 665 670 

Val Leu Thr Thr Pro Trp Lys Phe Lys Val Ala Lys Gin. Leu Ala Ser 
675 680 685 
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Ala Leu Ser Tyr Leu Glu Asp Lys Asp Leu Val His Gly Asn Val Cys 
690 695 700 

Thr Lys Asn Leu Leu Leu Ala Arg Glu Gly He Asp Ser Glu Cys Gly 
705 710 715 720 

Pro Phe He Lys Leu Ser Asp Pro Gly lie Pro He Thr Val Leu Ser 
725, , 730 735 

Arg Gin Glu Cys He Glu Arg He Pro Trp He Ala Pro Glu Cys Val 
. 740 745 750 

Glu Asp Ser Lys Asn Leu Ser Val Ala Ala Asp Lys Trp Ser Phe Gly 
755 760 . 765 

Thr Thr Leu Trp Glu He Cys Tyr Asn Gly Glu He Pro Leu Lys Asp 
770 775 780 

Lys Thr Leu He Glu Lys Glu Arg Phe Tyr Glu Ser Arg Cys Arg Pro 

785 790- 795 •-. 800 

Val Thr Pro Ser Cys Lys Glu Leu Ala Asp Leu Met Thr Arg Cys Met 
805 810 815 

Asn Tyr Asp Pro Ash Gin Arg Pro Phe Phe Arg Ala He Met Arg Asp 

. 820_._ 825— 830 
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lie Asn Lys Leu Glu Glu Gin Asn Pro Asp lie Val Ser Arg Lys Lys' 
835 840 845 

Asn Gin Pro Thr Glu Val Asp Pro Thr His Phe Glu Lys Arg Phe Leu 
850 855 860 

Lys Arg He Arg Asp Leu Gly Glu Gly His Phe Gly Lys Val Glu Leu 
865 870 875 880 

Cys Arg Tyr Asp Pro Glu Asp Asn Thr Gly Glu Gin Val Ala Val Lys 
885 890 895 

Ser Leu Lys Pro Glu Ser Gly Gly Asn His He Ala Asp Leu Lys Lys 
900 905 910 

Glu lie Glu He Leu Arg Asn Leu Tyr His Glu Asn He Val Lys Tyr 
915 920 925 

Lys Gly lie Cys Thr Glu Asp Gly Gly Asn Gly He Lys Leu He Met 
930 935 940 

Glu Phe Leu Pro Ser Gly Ser Leu Lys Glu Tyr Leu Pro Lys Asn Lys 
945 950 t 955 960 

Asn^Lys- 1 le AsiuLeu Lys Gln-Gln leu-Lys Tyr-Ala-Val Gin -He -Cys 
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965 970 975 

Lys Gly Met Asp Tyr Leu Gly Ser Arg Gin Tyr Val His Arg Asp Leu 
980 985 990 

Ala Ala Arg Asn Val Leu Val Glu Ser Glu His Gin Val Lys He Gly 
995 1000 1005 

Asp Phe Gly Leu Thr Lys Ala He Glu Thr Asp Lys Glu Tyr Tyr Thr 
1010 1015 1020 

Val Lys Asp Asp Arg Asp Ser Pro Val Phe Trp Tyr Ala Pro Glu Cys 
1025 1030. 1035 1040 

Leu Met Gin Ser Lys Phe Tyr lie Ala Ser Asp Val Trp Ser Phe Gly 
1045 1050 1055 

Val Thr Leu His Glu Leu Leu Thr Tyr Cys Asp Ser Asp Ser Ser Pro 
1060 1065 1070 

Met Ala Leu Phe Leu Lys Met He. Gly Pro Thr His Gly Gin Met Thr 
1075 1080 1085 



Val Thr Arg Leu Val Asn Thr Leu Lys Glu Gly Lys Arg Leu Pro Cys 
1090 1095 1100 
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Pro Pro Asn Cys Pro Asp Glu Val Tyr Gin Leu Met Arg Lys Cys Trp 
1105 1110 . 1115 1120 

Glu Phe' Gin Pro Ser Asn Arg Thr Ser Phe Gin Asn Leu He Glu Gly 
1125 1130 1135 

Phe Glu Ala Leu Leu Lys • . <■•.".•' 
1140 



<210> 23 
<211> 1338 

<212> PRT • . ; 

<213> Homo sapiens 

<400> 23 

Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu LeuSer 
1 5 - 10 15 

Gys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Lys Leu Lys Asp Pro 
20 25 30 

Glu Leu Ser Leu Lys Gly Thr Gin His He Met Gin Ala Gly Gin Thr 
35 40 45 

Leu His Leu Gin Cys Arg Gly Glu Ala Ala His Lys -Trp Ser Leu Pro 
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50 55 60 

Glu Met Val Ser Lys Glu Ser Glu Arg Leu Ser lie Thr Lys Ser Ala 
65 70 75 80 

Cys Gly Arg Asn Gly Lys Gin Phe Cys Ser Thr Leu Thr Leu Asn Thr 

85 90 95 

Ala Gin Ala Asn His Thr Gly Phe Tyr Ser Cys Lys Tyr Leu Ala Val 
100 ,105 .. 110 

Pro Thr Ser Lys Lys Lys Glu Thr Glu Ser Ala He Tyr He Phe He 
115 120 125 

Ser Asp Thr Gly Arg Pro Phe Val Glu Met Tyr Ser'Glu He Pro Glu 
130 135 140 



He lie His Met Thr Glu Gly Arg Glu Leu Val He Pro Cys Arg Val 

145 150 155 160 

Thr Ser Pro Asn He Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr 

165 170 .175 

Leu He Pro Asp Gly Lys Arg lie lie Trp Asp Ser Arg Lys Gly Phe 

180 185 190 
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He He Ser Asn Ala Thr Tyr Lys Glu lie Gly Leu Leu Thr Cys Glu 
195 200 205 

Ala Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg 
210 215 220 

Gin Thr Asn Thr He He Asp Val Gin lie. Ser Thr Pro Arg Pro Val 
225 230 235 240 

Lys Leu Leu Arg Gly His Thr Leu Val Leu Asn Cys Thr Ala'Thr Thr 
245 250 2,55 

Pro Leu Asn Thr Arg Val Gin Met Thr Trp Ser Tyr Pro Asp Glu Lys 
260 265 270 

Asn Lys Arg Ala Ser Val Arg Arg Arg He Asp Gin Ser Asn Ser His 

275 280 _ . _ . ; 285 

Ala Asn He Phe Tyr Ser Val Leu Thr He Asp Lys Met Gin Asn Lys 
290 295 300 

Asp Lys Gly Leu Tyr Thr Cys Arg Val Arg Ser Gly Pro Ser Phe Lys 
305 310 315 320 



Ser Val Asn Thr Ser Val His lie Tyr Asp Lys Ala Phe He Thr Val 

••~ - 325 330 335 
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Lys His Arg Lys Gin Gin Val Leu Glu Thr Val Ala Gly Lys Arg Ser 
340 345 . 350 

Tyr Arg Leu Ser Met Lys Val Lys Ala Phe Pro Ser Pro Glu Val Val 
355 360 365 

Trp Leu Lys Asp Gly Leu Pro Ala Thr Glu Lys Ser Ala Arg Tyr Leu 
370 375 380 

Thr Arg Gly Tyr Ser Leu He He Lys Asp Val Thr Glu Glu Asp Ala 
385 • 390 395 400 

Gly Asn Tyr Thr He Leu Leu Ser He Lys Gin Ser Asn Val Phe Lys 
405 410 415 

Asn Leu Thr Ala Thr Leu He Val Asn Val Lys Pro Gin He Tyr Glu 

420 - 425 / 430 

Lys Ala Val Ser Ser Phe Pro Asp Pro Ala Leu Tyr Pro Leu Gly Ser 
435 440 445 

*- 

Arg Gin lie Leu Thr Cys Thr Ala Tyr Gly He Pro Gin Pro Thr lie 
450 455 460 

Lys -Trp Phe- Trp His-Pro-Gys-Asn His -Asn His Ser Glu Ala Arg-Cys ; ~ 
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465 470 475 480 

Asp Phe Cys Ser Asn Asn Glu Glu Ser Phe He Leu Asp Ala Asp Ser 

485 490 495 

Asn Met Gly Asn Arg He Glu Ser He Thr Gin Arg Met Ala He lie 

. 500 ' [ 505 510 

Glu Gly Lys Asn Lys Met Ala Ser Thr Leu Val Val Ala Asp Ser Arg 

515 520 525 

He Ser Gly He Tyr lie Cys lie Ala Ser Asn Lys Val Gly Thr Val 

530 535 540 

Gly Arg Asn He Ser Phe Tyr He Thr Asp Val Pro Asn Gly Phe His 

• • • ', 

545 550 555 , 560 



Val Asn Leu Glu Lys Met Pro Thr Glu Gly Glu Asp Leu Lys Leu Ser 
565 570 575 

Cys Thr Val Asn Lys Phe Leu Tyr Arg Asp Val Thr Trp He Leu Leu 
580 585 590 

Arg Thr Val Asn Asn Arg Thr Met His Tyr Ser He Ser Lys Gin Lys 
595 600 605 
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Met Ala He Thr Lys Glu His Ser lie Thr Leu Asn Leu Thr He Met 
610 615 620 

Asn Val Ser Leu Gin Asp Ser Gly Thr Tyr Ala Cys Arg Ala Arg Asn 
625 630 635 640 

Val Tyr Thr Gly Glu Glu lie Leu Gin Lys Lys Glu lie Thr lie Arg 
645 650 * 655 

Asp Gin Glu Ala Pro Tyr Leu Leu, Arg Asn Leu Ser Asp His Thr Val 
660 665 670 

Ala lie Ser Ser Ser Thr Thr Leu Asp Cys His Ala Asn Gly Val Pro 
675 680 685 

Glu Pro Gin lie Thr Trp Phe Lys Asn Asn His Lys He Gin Gin Glu 

690 . 695 700 



Pro Gly He He Leu Gly Pro Gly Ser Ser Thr Leu Phe He Glu Arg 
. 705 710 715 720 

Val Thr Glu Glu Asp Glu Gly Val Tyr His Cys Lys Ala Thr Asn Gin 
725 730 735 

Lys Gly Ser Val Glu Ser Ser Ala Tyr Leu Thr Val Gin Gly Thr Ser 

'. - 740 745 — 750 r ~.~ 1 
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Asp Lys Ser Asn Leu Glu Leu He Thr Leu Thr Cys Thr Cys Val Ala 
755 760 ' 765 

Ala Thr Leu Phe Trp Leu Leu Leu Thr Leu Leu He Arg Lys Met Lys 
770 775 780 

Arg Ser Ser Ser Glu He Lys Thr Asp Tyr Leu Ser lie He Met Asp 
785 790 795 800 

Pro Asp Glu Val Pro Leu Asp Glu Gin Cys Glu Arg Leu Pro Tyr Asp 
805 810 815 

Ala Ser Lys Trp Glu Phe Ala Arg Glu Arg Leu Lys Leu Gly Lys Ser 
820 825 830 

Leu JUy Arg Gly Ala Phe Gly Lys Val Val Gin Ala Ser Ala _ 
835 840 - 845 

He Lys Lys Ser Pro Thr Cys Arg Thr Val Ala Val Lys Met Leu Lys 
850 855 860 

Glu Gly Ala Thr Ala Ser Glu Tyr Lys Ala Leu Met Thr Glu Leu Lys 
865 870 875 880 

-He-Leu Thr His- 1 le-Gly His-His Leu "Asn Val" Val Asn- Leu Leu'Gly 
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885 890 895 

Ala Cys Thr Lys Gin Gly Gly Pro Leu Met Val lie Val Glu Tyr Cys 
900 905 910 

Lys Tyr Gly Asn Leu Ser Asn Tyr Leu Lys Ser Lys Arg Asp Leu Phe 

915 920 925 

Phe Leu Asn Lys Asp Ala Ala Leu His Met Glu Pro Lys Lys Glu Lys 
930 935 940 

Met Glu Pro Gly Leu Glu Gin Gly Lys Lys Pro Arg . Leu Asp Ser Val 
945 950 955 , 960 

Thr Ser Ser Glu Ser Phe Ala Ser Ser Gly Phe Gin Glu Asp Lys Ser 
965 970 975 

Leu Ser Asp Val Glu Glu Glu Glu Asp Ser Asp Gly Phe Tyr Lys Glu 
980 985 990 

Pro lie Thr Met Glu Asp Leu lie Ser Tyr Ser Phe Gin Val Ala Arg 
995 1000 1005 

Gly Met Glu Phe Leu Ser Ser Arg Lys Cys He His Arg Asp Leu Ala 
1010 1015 1020 
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Ala Arg Asn lie Leu Leu Ser Glu Asn Asn Val Val Lys He Cys Asp 
1025 1030 1035 1040 

Phe Gly Leu Ala Arg Asp lie Tyr Lys Asn Pro Asp Tyr Val Arg. Lys 
1045 1050 1055 

Gly Asp fhr Arg Leu Pro Leu Lys Trp Met Ala Pro Glu Ser He Phe 
1060 1065 1070 

Asp Lys He Tyr Ser Thr Lys Ser Asp Val Trp Ser Tyr Gly. Val Leu 
1075 1080; 1085' 

Leu Trp Glu He Phe Ser Leu Gly Gly Ser Pro Tyr Pro Gly Val Gin 
1090 1095 1100 

Met Asp Glu Asp Phe Cys Ser Arg Leu Arg Glu Gly Met Arg Met Arg 
1105 1110 • J 1115 _ ___ .1120 

Ala Pro Glu Tyr Ser Thr Pro Glu He Tyr Gin He Met Leu Asp Cys 
1125 1130 1135 

Trp His Arg Asp Pro Lys Glu Arg Pro Arg Phe Ala Glu Leu Val Glu 
1140 1145 1150. . 

Lys Leu Gly Asp Leu Leu Gin Ala Asn Val Gin Gin Asp Gly Lys Asp 



WO 01/09316 



PCT/JP00/O5061 



113/172 

Tyr lie Pro He Asn Ala He Leu Thr Gly Asn Ser Gly Phe Thr Tyr 
1170 1175 1180 

Ser Thr Pro Ala Phe Ser Glu Asp Phe Phe Lys Glu Ser Me Ser Ala 
1185 . 1190 1195. 1200 

Pro Lys Phe Asn Ser Gly Ser Ser Asp Asp Val Arg Tyr Val Asn Ala 
1205 1210* 1215 

Phe Lys Phe Met Ser Leu Glu Arg He Lys Thr Phe Glu Glu Leu Leu 
1220 1225 1230 

Pro Asn Ala Thr Ser Met Phe Asp Asp Tyr Gin Gly Asp Ser Ser Thr 
1235 1240. 1245 

Leu Leu Ala Ser Pro Met Leu Lys Arg Phe Thr_Trp > Thr Asp S e r L y s_ 
- 1250 1255 '- 1260 

Pro Lys Ala Ser Leu Lys I le Asp Leu Arg Val Thr Ser Lys Ser Lys 
1265 1270 1275 1280 

Glu Ser Gly Leu Ser Asp Val Ser Arg Pro Ser Phe Cys His Ser Ser 
1285 1290 1295 

Cys Gly- His Val Ser Glu- Gly Lys Arg Arg Phe Thr"Tyr Asp His Ala ~ 
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1300 1305 1310 

Glu Leu Glu Arg Lys He Ala Cys Cys Ser Pro Pro Pro Asp Tyr Asn 
1315 1320 1325 

Ser Val Val Leu Tyr Ser Thr Pro Pro He 
1330 1335 

<210> 24 
<211> 309 

<212> PRT ... 
<213> Homo sapiens 

<400> 24 

Met Asp Glu Lys Val Phe Thr Lys Glu Leu Asp Gin Trp He Glu Gin 

1 5 _ .. .10 . _ 15_._ /_„/_ 

Leu Asn Glu Cys Lys Gin Leu Ser Glu Ser Gin Val Lys Ser Leu Cys 
20 25 30 

Glu lie Leu Thr Lys Glu Ser Asn Val Gin Glu Val 
40 45 

Thr Val Cys Gly Asp Val His Gly Gin Phe His Asp 

55 60 : 



Glu Lys Ala Lys 
35 

Arg Cys Pro Val 

50- 
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Leu Met Glu Leu Phe Arg He Gly Gly Lys Ser Pro Asp Thr Asn Tyr 
65 70 75 80 ■ 

Leu Phe Met Gly Asp Tyr Val Asp Arg Gly Tyr Tyr Ser Val Glu Thr 
85 90 95 

Val Thr Leu Leu Val Ala Leu Lys Val Arg Tyr Arg Glu Arg lie Thr 
100 105 110 

He Leu Arg Gly Asn His Glu Ser Arg Gin He Thr Gin Val Tyr Gly 
115 120 125 

Phe Tyr Asp Glu Cys Leu Arg Lys Tyr Gly Asn Ala Asn. Val Trp Lys 
130 135 140 

Tyr Phe Thr Asp Leu Phe Asp Tyr Leu Pro Leu Thr Ala Leu Val Asp 

145 - ... 150 • . • 155 160 

Gly Gin lie Phe Cys, Leu His Gly Gly Leu Ser Pro Ser Me* Asp Thr 
165 170 175 

Leu Asp His He Arg Ala Leu Asp Arg Leu Gin Glu Val Pro His Glu 
180 185 190 



Gly_Pro-.Met-Cys- Asp-Leu -Leu Trp Ser-Asp Pro-Asp- Asp Arg Gly Gly- 
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195 - 200 205 

Trp Gly lie Ser Pro Arg Gly Ala Gly Tyr Thr Phe Gly Gin Asp He 
210 215 220 

Ser Glu Thr Phe Asn His Ala Asn Gly Leu Thr Leu Val Ser Arg Ala 
225 230 235 240 

His Gin Leu Val Met Glu Gly Tyr Asn Trp Cys His Asp Arg Asn Val 
245 250 255 

Val Thr lie Phe Ser Ala Pro Asn Tyr Cys Tyr Arg Cys Gly Asn Gin 

260 . 265 , 270 

Ala Ala lie Met Glu Leu Asp Asp Thr Leu Lys Tyr Ser Phe Leu Gin 
275 280 285 

Phe Asp Pro Ala Pro Arg Arg Gly Glu Pro His Val Thr Arg Arg Thr 
290 295 300 

Pro Asp Tyr Phe Leu 
305 



<210> 25 

__.<211>_394 
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<212> PRT 
<213> Homo sapiens 

<400> 25 

Met Val Thr Met Glu Glu Leu Arg Glu Met Asp Cys Ser Val Leu Lys 
15 10 15 

Arg Leu Met Asn Arg Asp Glu Asn Gly Gly Gly Ala Gly Gly Ser Gly 

20 25 30 

Ser His Gly Thr Leu Gly Leu Pro Ser Gly Gly Lys Cys Leu Leu Leu 
35 40 45 

Asp Cys Arg Pro Phe Leu Ala His Ser Ala Gly Tyr lie Leu Gly Ser 
50 55 60 

- - 

Val Asn Val Arg Cys Asn Thr He Val Arg Arg Arg Ala Lys Gly Ser 
65 70 75 80 

Val Ser Leu Glu Gin He Leu Pro -Ala Glu Glu Glu Val Arg Ala Arg 
85 90 95 

Leu Arg Ser Gly Leu Tyr Ser Ala Val He Val Tyr Asp Glu Gly Ser 
100 105 110 

Pro Arg Ala Glu Ser Leu Arg Glu Asp Ser Thr Val Ser Leu Val- Val 
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115 - 120 125 

Gin Ala Leu Arg Arg'Asn Ala Glu Arg Thr, Asp lie Cys Leu Leu Lys 
130 135 140 

Gly Gly Tyr Glu Arg Phe Ser Ser Glu Tyr Pro Glu Phe Cys Ser Lys 

145 , 150 155 180 

Thr Lys Ala Leu Ala Ala lie Pro Pro Pro Val Pro Pro Ser Ala Thr 
165 170 175 

Glu Pro Leu Asp Leu Gly Cys Ser Ser Cys Gly Thr Pro Leu His Asp 
180 185 190 

Gin Gly Gly Pro Val Glu He Leu Pro Phe Leu Tyr Leu Gly Ser Ala 
195 200 205 

Tyr His Ala Ala Arg Arg Asp Met Leu Asp Ala Leu Gly He Thr Ala 
210 215 220 



Leu Leu Asn Val Ser Ser Asp Cys Pro Asn His Phe Glu Gly His Tyr 
225 230 235 240 

Glri Tyr Lys Cys He Pro Val Glu Asp Asn His Lys Ala Asp lie Ser 
245 250 255 
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Ser Trp Phe Met Glu Ala He Glu Tyr He Asp Ala Val Lys Asp Cys 

260 265 270 

Arg Gly Arg Val Leu Val His Cys Gin Ala Gly He Ser Arg Ser Ala 
275 280 285 

Thr I le Cys Leu Ala Tyr Leu Met Met Lys Lys Arg Val Arg Leu Glu 
290 '■ .. 295 300 

Glu Ala Phe Glu Phe Val Lys; Gin Arg Arg Ser He He Ser Pro Asn 
305 310 315 320 

Phe Ser Phe Met Gly Gin Leu Leu Gin Phe Glu Ser Gin Val Leu Ala 
325 330 335 

Thr Ser Cys Ala Ala Glu Ala Ala Ser Pro Ser Gly Pro Leu Arg Glu 
340 345 350 



Arg Gly Lys Thr Pro Ala Thr Pro Thr Ser Gin Phe Val Phe Ser Phe 

355 .. 360 365 

Pro Val Ser Val Gly Val His Ser Ala Pro Ser Ser Leu Pro Tyr Leu 

370 375 380 

His Ser Pro He Thr Thr Ser Pro Ser Cys 
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<210> 26 
<211> 185 
<212> PRT 
<213> Hoio sapiens 

<400> 26 

Met Ser Gly Ser Phe Glu Leu Ser Val 61n Asp Leu Asn Asp Leu Leu 
1 5 10 15 

Ser Asp Gly Ser Gly Cys Tyr Ser Leu Pro Ser Gin Pro Cys Asn Glu 
20 25 30 

Val Thr Pro Arg He Tyr Val Gly Asn Ala Ser Val Ala Gin Asp lie 
35 40 45 



Pro Lys Leu Gin Lys Leu Gly He Thr His Val Leu Asn Ala Ala Glu 
50 55 60 

Gly Arg Ser Phe Met His Val Asn Thr Asn Ala Asn Phe Tyr Lys Asp 
65 70 75 80 

Ser Gly He Thr Tyr Leu Gly lie Lys Ala Asn Asp Thr Gin Glu Phe 
85 90 95 
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Asn Leu Ser Ala Tyr Phe Glu Arg Ala Ala Asp Phe lie Asp Gin Ala 
100 105 110 

Leu Ala Gin Lys Asn Gly Arg Val Leu Val His Cys Arg Glu Gly Tyr 
115 120 125 

Ser Arg Ser Pro Thr Leu Val He Ala Tyr Leu Met Met Arg Gin Lys 
130 . 135 140 

Met Asp Val Lys Ser Ala Leu Ser He Val Arg Gin. Asn Arg Glu lie 
145 150 155 ; 160 

Gly Pro Asn Asp Gly Phe Leu Ala Gin Leu Cys Gin Leu Asn Asp Arg 
165 170 175 

Leu Ala Lys Glu Gly Lys Leu Lys Pro 
180 185 

<210> 27 
<211> 657 
<212> PRT 
<213> Homo sapiens 

<400> 27 

Met Arg Arg. Ala Val. Cys Phe. Pro Ala Leu Cys-Leu-LeuLeu-Asn-Leu- - — . — 
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1 5 10 . 15 

His Ala Ala Gly Cys Phe Ser Gly Asn Asn Asp His Phe Leu Ala He 
20 25 30 

Asn Gin Lys Lys Ser Gly Lys Pro Val Phe He Tyr Lys His Ser Gin 
35 40 45 

Asp He Glu Lys Ser Leu Asp He Ala Pro Gin Lys lie Tyr Arg His 

50 55 60 . ''. 

Ser Tyr His Ser Ser Ser Glu Ala Gin Val Ser Lys Arg His Gin He 
65 , 70 75 80 

Val Asn Ser Ala Phe Pro Arg Pro Ala Tyr Asp Pro Ser Leu Asn Leu 
85 90 95 

Leu Ala Met Asp Gly Gin Asp Leu Glu Val Glu Asn Leu Pro lie Pro " 
100 105 110 

Ala Ala Asn Val He Val Val Thr Leu Gin Met Asp Val Asn Lys Leu 
115 120 125 

Asn He Thr Leu Leu Arg He Phe Arg Gin Gly Val Ala Ala Ala Leu 
130 135 140 
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Gly Leu Leu Pro Gin Gin Val His He Asn Arg Leu He Gly Lys Lys 
145 150 155 160 

Asn Ser He Glu Leu Phe Val Ser Pro He Asn Arg Lys Thr Gly He 
165 ,170 175 

Ser Asp Ala Leu Pro Ser Glu Glu Val Leu Arg Ser Leu Asn He Asn 
180 185 190 

Val Leu His Gin Ser Leu Ser Gin Phe Gly He Thr Glu Val Ser Pro 
195 200 205 

Glu Lys Asn Val Leu Gin Gly Gin His Glu Ala Asp Lys He Trp Ser 
210 215 220 

Lys Glu Gly Phe Tyr Ala Val Val lie Phe Leu Ser He Phe Val He 
225 230 235 240 



lie Val Thr Cys Leu Met He Leu Tyr Arg Leu Lys Glu Arg Phe Gin 
245 . 250 - 255 

Leu Ser Leu Arg Gin Asp Lys Glu Lys Asn Gin Glu He His Leu Ser 
260 265 270 

Pro He Thr Leu Gin Pro Ala Leu Ser Glu Ala Lys Thr Val His Ser 
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Met Vai Gin Pro Glu Gin Ala Pro Lys Val Leu Asn Val Val Val Asp 
290 295 300 

Pro Gin Gly Arg Gly Ala Pro Glu He Arg Ala Thr Thr Ala Thr Ser 
305 310 . 315 320 

Val Cys Pro Ser Pro Phe Lys Met Lys Pro lie Gly Leu Gin Glu Arg 

325 330 335 

Arg Gly Ser Asn Val Ser Leu Thr Leu Asp Met Ser Ser Leu Gly Asn 
340 345 350 

lie Glu Pro Phe Val Ser lie Pro Thr Pro Arg Glu Lys Val Ala Met 
355 360 365 

Glu Tyr Leu Gin Ser Ala Ser Arg He Leu Thr Arg Ser Gin Leu Arg 
370 375 380 

Asp Val Val Ala Ser Ser His Leu Leu Gin Ser Glu Phe Met Glu He 
385 390 395 400 

& 

Pro Met Asn Phe Val Asp Pro Lys Glu He Asp He Pro Arg His Gly 
405 410 415 

.Thr-Lys„Asn-Arg-Tyr_Lys- Thr He-Leu -Pro Asn-Pro Leu Ser -Arg -Val — 
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420 425 430 

Cys Leu Arg Pro Lys Asn Val Thr Asp Ser Leu Ser Thr Tyr He Asn 
435 440 445 

Ala Asn Tyr He Arg Gly Tyr Ser Gly Lys Glu Lys Ala Phe He Ala 
450 455 460 

Thr Gin Gly: Pro Met lie Asn Thr Val Asp Asp Phe Trp Gin Met Val 
465 470 '* 475 . 480 

Trp Gin Glu Asp Ser Pro Val lie Val Met He Thr Lys Leu Lys Glu 
485 490 495 

Lys Asn Glu Lys Cys Val Leu Tyr Trp Pro Glu Lys Arg Gly lie Tyr 
500 505 510 

Gly Lys Val Glu Val Leu Val lie Ser Val Asn Glu Cys Asp Asn Tyr 
515 520 525 

Thr He Arg Asn Leu Val Leu Lys Gin Gly Ser His Thr Gin His Val 
530 535 540 

Lys His tyr Trp Tyr Thr Ser Trp Pro Asp His Lys Thr Pro Asp Ser 
545 550 555 560 
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Ala Gin Pro Leu Leu Gin Leu Met Leu Asp Val Glu Glu Asp Arg Leu 
565 570 575 

Ala Ser Gin Gly Arg Gly Pro Val Val Val His Cys Ser Ala Gly Me 
580 585 590 

Gly Arg Thr Gly Cys Phe lie Ala Thr Ser He Gly Cys Gin Gin Leu 
595 600 605 

• Lys Glu Glu Gly Val Val Asp Ala Leu Ser He, Val Cys Gin Leu Arg 
610 615 620 

Met Asp Arg Gly Gly Met Val Gin Thr Ser Glu Gin Tyr Glu Phe Val 
625 630 635 640 

His His Ala Leu Cys Leu Tyr Glu Ser Arg Leu Ser Ala Glu Thr Val 
645 650 655 

Gin 



<210> 28 
<211> 537 
<212> PRT 
„ „<213> Homo_ sap i ens. 
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<400> 28 

Glu Arg Leu Leu Gly Arg Pro Gin Pro He Val Met Glu Ala Leu Asp 
15 10 15 

Glu Ala Glu Gly Leu Gin Asp Ser Gin Arg Glu Met Pro Pro Pro Pro 

20 25 30 

Pro Pro Ser Pro Pro Ser Asp Pro Ala Gin Lys Pro Pro Pro Arg Gly 

35 , 40 45 

Ala Gly Ser His Ser Leu Thr Val Arg Ser Ser Leu Cys Leu Phe Ala 
50 55 60 

Ala Ser Gin Phe Leu Leu Ala Cys Gly Val Leu Trp Phe Ser Gly Tyr 
65 70 75 80 

Gly His Met. Trp Ser Gin Asn Ala Thr Asn Leu Val Ser Ser Leu Leu 
85 90 95 

Thr Leu Leu Lys Gin Leu Glu Pro Thr Ser Trp Leu Asp Ser Gly Thr 
100 105 110 



Trp Gly Val Pro Gly Leu Leu Leu Val Phe Leu Ser Val Gly Leu Val 
115 120 125 
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Leu Val Thr Thr Leu Val Trp His Leu Leu Arg Thr Pro Pro Glu Pro 
130 135 140 

Pro Thr Pro Leu Pro Pro Glu Asp Arg Arg Gin Ser Val Ser Arg Gin 
145 150 155 160 

Pro Ser Phe Thr Tyr Ser Glu Trp Met Glu Glu Lys He Glu Asp Asp 
, 165 170 175 

Phe Leu Asp Leu Asp Pro Val Pro Glu Thr Pro Val Phe Asp Cys Val 
180 .185 • . 190 

Met Asp He Lys Pro Glu Ala Asp Pro Thr Ser Leu Thr Val Lys Ser 
195 200 205 . 

Met Gly Leu Gin Glu Arg Arg Gly Ser Asn Val Ser Leu Thr Leu Asp 
210 215 220 



Met Cys Thr Pro Gly Cys Asn Glu Glu Gly Phe Gly Tyr Leu Met. Ser 
225 230 235 240 

Pro Arg Glu Glu Ser Ala Arg Glu Tyr Leu Leu Ser Ala Ser Arg Val 
245 250 255 

Leu Gin Ala Glu Glu Leu His Glu Lys Ala Leu Asp Pro Phe Leu Leu 
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Gin Ala Glu Phe Phe Glu lie Pro Met Asn Phe Val Val Pro Lys Glu 
275 280 285 

Tyr Asp He Pro Gly Arg Cys Arg Lys Asn Arg Tyr Lys Thr He Leu 
290 295 300 

Pro Asn Pro His Ser Arg Val Cys Leu Thr Ser Pro Asp Pro Asp Asp 
305 310 315 320 

Pro Leu Ser Ser Tyr He Asn Ala Asn Tyr lie Arg Gly Tyr Gly Gly 
325 330 335 

Glu Glu Lys Val Tyr lie Ala Thr Gin Gly Pro lie Val Ser Thr Val 
340 345 350 

Ala Asp Phe Trp Arg Met Val Trp Gin Glu His Thr Pro He He Val_ 

. 355 360 365 

Met He Thr Asn He Glu Glu Met Asn Glu Lys Gys Thr Glu Tyr Trp ' 
370 375 380 

Pro Glu Glu Gin Val Ala Tyr Asp Gly Val Glu He Thr Val Gin Lys 
385 390 395' 400 

. Val lie His Thr G lu Asp Tyr Arg Leu Arg- Leu-He- Ser Leu Lys -Ser 
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405 410 415 

Gly Thr Glu Glu Arg Gly Leu Lys His Tyr Trp Phe Thr Ser Trp Pro 
420 425 430 

« . 

Asp Gin Lys Thr Pro Asp Arg Ala Pro Pro Leu Leu His Leu Val Arg 
435 440 445 

Glu Val Glu Glu Ala Ala Gin Gin Glu Gly Pro His Cys Ala Pro He 
450 455 460 

lie Val His Cys Ser Ala Gly . lie Gly Arg Thr Gly Cys Phe lie Ala 
465 470 475 480 

Thr Ser He Cys Cys Gin Gin Leu Arg Gin Glu Gly Val Val Asp He 
485 490 495 



Leu Lys Thr Thr Cys Gin Leu Arg Gin Asp Arg Gly Gly Met He Gin 
. 500 505 510 

His Cys Glu Gin Tyr Gin Phe Val His His Val Met Ser Leu Tyr Glu 
515 520 525 

Lys Gin Leu Ser His Gin Ser Pro Glu 
530 535 
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<210> 29 
<211> 403 
<212> PRT 
<213> Homo sapiens 

<400> 2S 

Met Thr Ala He lie Lys Glu lie Val Ser Arg Asn Lys Arg Arg Tyr 

1 5 .10 • , 15 . 

Gin Glu Asp Gly Phe Asp Leu Asp Leu Thr Tyr lie Tyr Pro Asn He 
20 25 30 

lie Ala Met Gly Phe Pro Ala Glu Arg Leu Glu Gly Val Tyr Arg Asn 
35 40 45 

Asn He Asp Asp Val Val Arg Phe Leu Asp Ser Lys His Lys Asn His 

50 - 55 60 - • • 

Tyr Lys He Tyr Asn Leu Cys Ala Glu Arg His Tyr Asp Thr Ala Lys 
65 70 . 75 80 

Phe Asn Cys Arg Val Ala Gin Tyr Pro Phe Glu Asp His Asn Pro Pro 
85 90 95 

- Gin Leu Glu Leu- I le-Lys- Pro Phe- Cys Glu Asp Leu -Asp- Gin -Trp-Leu 
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100 105. 110 

Ser Glu Asp Asp Asn His Val Ala Ala lie His Cys Lys Ala Gly Lys 
115 120 125 

Gly Arg Thr Gly Val Met He Cys Ala Tyr Leu Leu His Arg Gly Lys 
130 135 140 

Phe Leu Lys Ala Gin Glu Ala Leu Asp Phe Tyr Gly Glu Val Arg Thr 
145 .150 155 160. 

Arg Asp Lys Lys Gly Val Thr lie Pro Ser Gin Arg Arg tyr Val Tyr * 

165 170 175 

tyr Tyr Ser Tyr Leu Leu Lys Asn His Leu Asp Tyr Arg Pro Val Ala 
180 185 190 

Leu Leu Phe His Lys Met Met Phe Glu Thr lie Pro Met Phe Ser Gly 

195 ' 200 205 , V 

Gly Thr Cys Asn Pro Gin Phe Val Val Cys Gin Leu Lys Val Lys He 

210 215 220 ■ M ■ l 

Tyr Ser Ser Asn Ser Gly Pro Thr Arg Arg Glu Asp Lys Phe Met Tyr 
225 230 235 240 
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Phe Glu Phe Pro Gin Pro Leu Pro Val Cys Gly Asp He Lys Val Glu 

245 .250 255 

Phe Phe His Lys Gin Asn Lys Met Leu Lys Lys Asp Lys Met Phe His 

260 .265 • 270 

Phe Trp Val Asn Thr Phe Phe He Pro Gly Pro Glu Glu Thr Ser Glu 
275 280 285 ' 

Lys Val Glu Asn Gly Ser Leu Gys Asp Gin Glu He Asp Ser lie Cys 
290 295 300 

Ser He Glu Arg Ala Asp Asn Asp Lys Glu Tyr Leu Val Leu Thr Leu 
305 310 . 315 320 

Thr Lys Asn Asp Leu Asp. Lys Ala Asn Lys Asp Lys Ala Asn Arg Tyr 

. . 325 _ 330 335 

Phe Ser Pro Asn Phe Lys Val Lys Leu Tyr Phe Thr Lys Thr Val Glu 
340 . 345 350 

Glu Pro Ser Asn Pro Glu Ala Ser Ser Ser Thr Ser Val Thr Pro Asp 

355 . 360 . 365 

Val Ser Asp Asn Glu Pro Asp His Tyr Arg Tyr Ser Asp Thr Thr Asp 
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Ser Asp Pro Glu Asn Glu Pro Phe Asp Glu Asp Gin His Thr Gin He 



385 



390 



395 



400 



Thr Lys Val 



<210> 30 
<211> 447 
<212> PRT 

<213> Homo sapiens 
<400> 30 

Met Arg Ser Ser Thr Leu Gin Asp Pro Arg Arg Arg Asp Pro Gin Asp 
1 5 .10 15 

Asp Val Tyr Val Asp He Thr Asp Arg Leu Arg Phe Ala He Leu Tyr 



Ser Arg Pro Lys Ser Ala Ser Asn Val His Tyr Phe Ser He Asp Asn 



20 



25 



30 



35 



40 



45 



Glu Leu Glu Tyr Glu Asn Phe Ser Glu Asp Phe Gly Pro Leu Asn Leu 
50 55 60 
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Ala Met Val Tyr Arg Tyr Cys Cys Lys lie Asn Lys Lys Leu Lys Ser 
. 65 70 75 80 

He Thr Met Leu Arg Lys Lys He Val His Phe Thr Gly Ser Asp Gin 
85 90 95 

Arg Lys Gin Ala Asn Ala Ala Phe Leu. Val Gly Cys Tyr Met Val lie 
100 105 110 

Tyr Leu Gly Arg Thr Pro Glu Ala Ala Tyr Arg He Leu He Phe Gly 
115 120 125 

Asp Thr Pro Tyr He Pro Phe Arg Asp Ala Ala Tyr Gly Ser Cys Asn < 
130 -.135 140 

Phe Tyr lie Thr Leu Leu Asp Cys Phe His Ala Val Lys Lys Ala Met 

145 J 150 155 160 

Gin Tyr Gly Phe Leu Asn Phe Asn Ser Phe Asn Leu Asp Glu Tyr Glu 
165 170 175 

His Tyr Glu Lys Ala Glu Asn Gly Asp Leu Asn Trp He lie Pro Asp 
180 185 190 

Arg Phe He Ala Phe Cys Gly Pro His Ser Arg Ala Arg Leu Glu Ser 

-~; 1-95 " - 200 -- -— - 205 '■ 
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Gly Tyr His Gin His Ser Pro Glu Thr Tyr lie Gin Tyr Phe Lys Asn 
210 215 220 

His Asn Val Thr Thr He He Arg Leu Asn Lys Arg Met Tyr Asp Ala 
225 230 235 240 

Lys Arg Phe Thr Asp Ala Gly Phe Asp His His Asp Leu Phe Phe Ala 

245 250 255 

Asp Gly Ser Thr Pro Thr Asp Ala lie Val Lys Arg Phe Leu Asp He 

260 . 265 . 270 

Cys. Glu Asn Ala Glu Gly Ala He Ala Val His Cys Lys Ala Gly Leu 
275 . 280 285 

Gly Arg Thr Gly Thr Leu lie Ala Cys Tyr lie _Met Lys His Tyr Arg 
290 295 300 

Met Thr Ala Ala Glu Thr He Ala Trp Val Arg lie Cys Arg Pro Gly 
305 310 315 320 

Leu Val lie Gly Pro Gin Gin Gin Phe Leu Val Met Lys Gin Thr Ser 
325 330 335 

teu-Trp Leu Glu Gly Asp Tyr Phe Arg Gin Arg-Leu Lys-Gly Gin Glu — 
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340 345 350 

Asn Gly Gin His Arg Ala Ala Phe Ser Lys Leu Leu Ser Gly Val Asp 
355 360 365 

Asp He Ser He Asn Gly Val Glu Asn Gin Asp Gin Gin Glu Pro Lys 

370 . 375 . 380 

Pro Tyr Ser Asp Asp Asp Glu He Asn Gly Val Thr Gin Gly Asp Arg 
385 390 395 400 

Ser Arg Ala Leu Lys Arg Arg Arg Gin Ser Lys Thr Asn Asp He Leu 
405 410 415 

Leu Pro Ser Pro Leu Ala Val Leu Thr Phe Thr Leu Cys Ser Val Val 
420 ' 425 430 



He Trp Trp He Val Cys Asp Tyr lie Leu Pro He Leu Leu Phe 
435 440 .445 

<210> 31 ... 
. <211> 340 
<212> PRT 

<213> Homo sapiens 
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<400> 31 

Met Leu Glu Ala Pro Gly Pro Ser Asp Gly Cys Glu Leu Ser Asn Pro 
1 5 10 15 . 

Ser Ala Ser Arg Val Ser Cys Ala Gly Gin Met Leu Glu Val Gin Pro 

20 1 25 30. 

Gly Leu Tyr Phe Gly Gly Ala Ala Ala Val Ala Glu Pro Asp His Leu 
35 40 45 

Arg Glu Ala Gly lie Thr Ala Val Leu Thr Val Asp Ser Glu Glu Pro 
50 55 60 

Ser Phe Lys Ala Gly Pro Gly Val Glu Asp Leu Trp Arg Leu Phe Val 
65 70 75 80 

_Prq Ala LeuAsp J.ys Pro Glu Thr Asp Leu Leu Ser His Leu Asp Arg 

85 90 - 95 •• - 

Cys Val Ala" Phe He Gly Gin Ala Arg Ala Glu Gly Arg Ala Val Leu 
100 r 105 110 

Val His Cys His Ala Gly Val Ser Arg Ser Val Ala He He Thr Ala 
115 120 125 

-Phe Leu Met Lys -Thr Asp Gin Leu Pro Phe Glu-Lys Ala-Tyr-Glu Lys 
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130 135 140 

Leu Gin He Leu Lys Pro Glu Ala Lys Met Asn Glu Gly Phe Glu Trp 

145 / .150 ; 155 160 

Gin Leu Lys Leu Tyr Gin Ala Met Gly Tyr Glu Val Asp Thr Ser Ser 

; 165 170 175 

Ala He Tyr Lys Gin Tyr Arg Leu Gin Lys Val Thr Glu Lys Tyr Pro 

. " .'• 180 185 . •' ,' 190 

" .. * ' " . ' -■ ■ u ■ 

Glu Leu Gin Asn Leu Pro G In Glu Leu Phe Ala Val Asp Pro Thr Thr 
195 200 205 

, • f _ • • • 

Val Ser Gin Gly Leu Lys Asp Glu Val LeU Tyr Lys Cys Arg Lys Cys 
210 215 220 

Arg Arg Ser Leu Phe Arg Ser. Ser Ser lie Leu Asp His Arg Glu Gly 
225 230 235 240 



Ser Gly Pro He Ala Phe Ala His Lys Arg Met Thr Pro Ser Ser Met 
245 250 .255 

Leu Thr Thr Gly Arg Gin Ala Gin Cys Thr Ser Tyr Phe He Glu Pro 

260 . 265 . 270 
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Val Gin Trp Met Glu Ser Ala Leu Leu Gly Val Met Asp Gly Gin Leu 
275 280 285 

Leu Cys Pro Lys Cys Ser Ala Lys Leu Gly Ser Phe Asn Trp Tyr Gly 
290 295 300 

Glu Gin Cys Ser Cys Gly Arg Trp lie Thr Pro Ala Phe Gin lie His 
305 310 - 315 • 320 

Lys Asn Arg Val Asp Glu Met Lys lie Leu Pro Val Leu. Gly Ser Gin 
325 330 335 

Thr Gly Lys lie 
340 



_<2_1_0>_32 _ 

<211> 150 
<212> PRT 
<213> Homo sapiens 

<400> 32 

Met Gly Val Gin Pro Pro Asn Phe Ser Trp Val Leu Pro Gly Arg Leu 
1 5 10 15 

Ala Gly Leu Ala Leu Pro Arg Leu Pro Ala His Tyr Gin Phe Leu^Leu 
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20 25 1 30 

. • .... ' % j . 

Asp Leu Gly Val Arg His Leu Val Ser Leu Thr Glu Arg Gly Pro Pro 
35 40 45 

His Ser Asp Ser. Cys Pro Gly Leu Thr Leu His Arg LeU Arg lie Pro 

50 55 .. .. ' 60 



Asp Phe Cys Pro Pro Ala Pro Asp Gin lie Asp Arg Phe Val Gin lie 
65 70 - 75 ' 80 

Val Asp Glu Ala Asn Ala Arg Gly Glu Ala Val Gly Val His Cys Ala 
•85 90 95 

Leu Gly Phe Gly Arg Thr Gly Thr Met Leu Ala Cys Tyr Leu Val Lys 
100 . 105 110 



Glu Arg Gly Leu Ala Ala Gly Asp Ala lie Ala Glu He Arg Arg Leu - ■ 
115 120 125 

Arg Pro Gly Pro He Glu Thr Tyr Glu Gin Glu Lys Ala Val Phe Gin 
130 135 , 140 



Phe Tyr Gin Arg Thr Lys 
145 150 
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<210> 33 
<211> 322 
<212> PRT 

<213> Homo sapiens 



<400> 33 " 

Gly Leu Met Leu Arg Arg Leu 

1 5 : ' 



Lys Gly Asn Leu Pro lie Arg Ser 

10 , 15 



He He Pro Asn His Ala Asp Lys Glu Arg Phe Ala Thr Arg Cys Lys 

.20 ' 25 ' •"' . 30 ,.- 

Ala Ala Thr Val Leu Leu Tyr Asp Glu Ala Thr Ala Glu Trp Gin Pro 
35 40 45 

Gl_u_Pro Gly Ala Pro Ala Ser Val Leu Gly J>eu Leu •leu Gin Lys Leu 
- 50 55 — ' - 60 



Arg Asp Asp Gly Cys Gin Ala Tyr Tyr Leu Gin Gly Gly Phe Asn Lys 
65 70 75 80 

Phe Gin Thr Glu Tyr Ser Glu His Cys Glu Thr Asn Val Asp Ser Ser 
85 90 95 



Ser Ser Pro Ser Ser Ser Pro Pro Thr Ser Val Leu Gly Leu- Gly Gly 



WO 01/09316 



PCT/JP00/05061 



143/172 

100 105 110 

Leu Arg He Sep Ser Asp Cys Ser Asp Gly Glu Ser Asp Arg Glu Leu 
115 120 125 

Pro Ser Ser Ala Thr Glu Ser Asp Gly Ser Pro Val Pro Ser Ser Gin 
130 135 140 

Pro Ala Phe Pro Val Gin He Leu Pro Tyr Leu Tyr Leu Gly Cys Ala 
145 150 155 160 

Lys Asp Ser Thr Asn Leu Asp Val Leu Gly Lys Tyr Gly lie Lys Tyr 
.165 170 175 

He Leu Asn Val Thr Pro Asn Leu Pro Asn Ala Phe Glu His Gly Gly 
180 185 190 



Glu Phe Thr Tyr Lys Gin He Pro He Ser Asp His Trp Ser Gin Asn 
.195 200 205 

Leu Ser Gin Phe Phe Pro Glu Ala He Ser Phe He Asp Glu Ala Arg 
210 215 220 

Ser Lys Lys Cys Gly Val Leu Val His Cys Leu Ala Gly He Ser Arg 
225 230 235 240 
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Sep Val Thr Val Thr Val Ala Tyr Leu Met Gin Lys Met Asn Leu Ser 
245 250 255 

Leu Asn Asp Ala Tyr Asp Phe Val Lys Arg Lys Lys Ser Asn He Ser 
260 265 270 

Pro Asn Phe Asn Phe Met Gly Gin Leu Leu Asp Phe Glu Arg Thr Leu 
275 280 285 

Gly Leu Ser Ser Pro Cys Asp Asn His Ala Ser Ser Glu Gin Leu Tyr 
290 - 295 300 

Phe Ser Thr Pro Thr Asn His Asn Leu Phe Pro Leu Asn Thr Leu Glu 

305 310 315 320 

Ser Thr 



<210> 34 • 
<211> 521 

<212> PRT tfj . 

<213> Homo sapiens 

<400> 34 

-Met Ser-Glu -Pro-Lys -Ala-Ile-Asp-Pro-Lys-Leu-Ser-Thr-Thr Asp Arg 
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1 5 10 15 

Val Val Lys Ala Val Pro Phe Pro Pro Ser His Arg Leu Thr Ala Lys 
20. 25 30 

Glu Val Phe Asp- Asn Asp Gly Lys Pro Arg Val Asp He Leu Lys Ala 
35 40 45 

His Leu Met Lys Glu Gly Arg Leu Glu Glu Ser Val Ala Leu Arg He 
50 55 60 

He Thr Glu Gly Ala Ser lie Leu Arg Gin Glu Lys Asn Leu Leu Asp 
65 70 75 80 

He Asp Ala Pro Val Thr Val Cys Gly Asp He His Gly Gin Phe Phe 
85 90 95 

Asp Leu Met Lys Leu Phe Glu Val Gly Gly Ser Pro Ala Asn Thr Arg 
100 105 110 

Tyr Leu Phe Leu Gly Asp Tyr Val Asp Arg Gly Tyr Phe Ser lie Glu 
115 120 125 

Cys Val Leu Tyr Leu Trp Ala Leu Lys lie Leu Tyr Pro Lys Thr Leu 
130 135 140 



WO 01/09316 



PCT/JP00/05061 



146/172 

Phe Leu Leu Arg Gly Asn His Glu Cys Arg His Leu Thr Glu Tyr Phe 
145 150 155 160 

Thr Phe Lys Gin Glu Cys Lys He Lys Tyr Ser Glu Arg Val Tyr Asp 
165 170 . 175 

Ala Cys Met Asp Ala Phe Asp Cys Leu Pro Leu Ala Ala Leu Met Asn 
180 . 185 190 

Gin Gin Phe Leu Cys Val His Gly Gly Leu Ser Pro Glu lie. Asn Thr. 
195 200 205 

Leu Asp Asp He Arg Lys Leu Asp Arg Phe Lys Glu Pro Pro Ala Tyr 
210 , 215 220 

Gly Pro Met Cys Asp He Leu Trp Ser Asp Pro Leu Glu Asp Phe Gly 
225 230 235 240 



Asn Glu Lys Thr Gin Glu His Phe Thr His Asn Thr Val Arg Gly Cys 
245 250 - 255 

Ser Tyr Phe Tyr Ser Tyr Pro Ala Val Cys Glu Phe Leu Gin His Asn 
260 265 270 

Asn Leu Leu Ser He Leu Arg Ala His Glu Ala Gin Asp Ala Gly Tyr 

275. a. - 280 . - -285 — 

I 
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Arg Met Tyr Arg Lys Ser Gin Thr Thr Gly Phe Pro Ser Leu He. Thr 
290 295 300 

lie Phe Ser Ala Pro Asn Tyr Leu Asp. Val tyr Asn Asn Lys Ala Ala 
305 310 315 320 

Val Leu Lys Tyr Glu Asn Asn Val Met Asn lie Arg Gin Phe Asn Cys 
325 330 335 

Ser Pro His Pro Tyr Trp Leu Pro Asn Phe Met Asp Val Phe Thr Trp 
340 345 350 

Ser Leu Pro Phe Val Gly Glu Lys Val Thr Glu Met Leu Val Ash Val . 
355 360 . 365 

_Leu _Asn_I_le_Cys_Ser Asp Asp Glu Leu Gly^Ser Glu Glu Asp Gly Phe_ 
370 . - 375 - .380 

Asp Gly Ala Thr Ala Ala Ala Arg Lys Glu Val lie Arg Asn Lys lie , 

385 390 .. 395 " ^ 400 

Arg Ala He Gly Lys Met Ala Arg Val Phe Ser Val Leu Arg Glu Glu 
405 410 415 



Ser Glu- Ser VaMeu Thr-Leu Lys Gly Leu-Thr ProThr Gly Met Leu - 
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420 425 430 

Pro Ser Gly Val Leu Ser Gly Gly Lys Gin Thr Leu Gin Ser Ala Thr 
435 440 445 

Val Glu Ala lie Glu Ala Asp Glu Ala He Lys Gly Phe Ser Pro Gin 

450 1 455 460 



His Lys He Thr Ser Phe Glu Glu Ala Lys Gly Leu Asp Arg He Asn 
465 470 475 • . 480 

Glu Arg Met Pro Pro Arg Arg Asp Ala Met Pro Ser Asp Ala Asn Leu 
485 490 495 

Asn Ser He Asn Lys Ala Leu Thr Ser Glu Thr Asn Gly Thr Asp Ser 
500 505 510 

Asn Gly Ser Asn Ser Ser Asn He Gin 

515 520 



<210> 35 
<211> 1267 
<212> PRT 
<213> Homo sapiens 



WO 01/09316 



PCT/JPOO/05061 



149/172 

<400> 35 

Asp Leu Ser Arg Ser His Cys His Val Tyr Leu Ala His Leu Glu Asn 
1 5 10 15 

Ser Phe Gly Pro Ser Gly Ala Arg Glu Gly Ser Leu Ser Ser Gin Asp 
20 25 30 

Ser Arg Thr Glu Ser Ala Ser Leu Ser Gin Ser Gin Val Asn Gly Phe 

35 40 45 

Phe Ala Ser His Leu Gly Asp Gin Thr Trp Gin Glu Ser Gin His Gly 
50 55 60 

Ser Pro Ser Pro Ser Val lie Ser Lys Ala Thr Glu Lys Glu Thr Phe 
65 70 75 80 

Thr Asp Ser Asn Gin Ser Lys Thr Lys Lys Pro Gly He Ser Asp Val 

85 90 - 95 

Thr Asp Tyr Ser Asp Arg Gly Asp Ser Asp Met Asp Glu Ala Thr Tyr 
100 105 110 * , 

■ 

Ser Ser Ser Gin Asp His Gin Thr Pro Lys Gin Glu Ser Ser Ser Ser 
115 120 125 

-VaLAsn-Thr- Ser Asn-Lys- Met- Asn Phe-Lys -TluvPhe -Pro Ser Ser -Pro 
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130 135 140 

Pro Arg Ser Gly Asp lie Phe Glu Val Glu Leu Ala Lys Asn Asp Asn 
145 150 155 . 160 

Ser Leu Gly He Ser Val Thr Gly Gly Val Asn Thr Ser. Val Arg His 
165 . ; 170 175 

Gly Gly He Tyr Val Lys Ala Val lie Pro Gin Gly Ala Ala Glu Ser 
180 185 190 

Asp Gly Arg He His Lys Gly Asp Arg Val Leu Ala Val Asn Gly Val 
195 200 205 

Ser Leu Glu Gly Ala Thr His Lys Gin Ala Val Glu Thr Leu Arg Asn 
210 215 220 

Thr Gly Gin Val. Val His Leu Leu Leu Glu Lys Gly Gin Ser Pro Thr 
225 230 235 240 

Ser Lys Glu His Val Pro Val Thr Pro Gin Cys Thr Leu Ser W Gin 
245 250 255 

Asn Ala Gin Gly Gin Gly Pro Glu Lys Val Lys Lys Thr Thr Gin Val 
260 265 270 
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Lys Asp Tyr Ser Phe Val Thr Glu Glu Asn Thr Phe Glu Val Lys Leu 
275 280 285 

Phe Lys Asn Ser Ser Gly Leu Gly Phe Ser Phe Ser Arg Glu Asp Asn 
290 ' 295 300 

Leu He Pro Glu Gin He Asn Ala Ser lie Val Arg Val Lys Lys Leu 
305 310. 315 320 

Phe Pro Gly Gin Pro Ala Ala Glu Ser Gly Lys He Asp Val. Gly Asp 
325 330 335 • 

Val He Leu Lys Val Asn Gly Ala Ser Leu Lys Gly Leu Ser Gin Gin 
340 345 350 

Glu Val He Ser Ala Leu Arg Gly Thr Ala Pro Glu Val Phe Leu Leu 

355 360 . 365 



Leu Cys Arg Pro Pro Pro Gly Val Leu Pro Glu He Asp Thr Ala Leu 

370 375 , 380 

. •.•.,!• ' 
Leu Thr Pro Leu Gin Ser Pro Ala Gin Val Leu Pro Asn Ser Ser Lys 
385 390 395 400 

Asp Ser Ser Gin Pro Ser Cys Val Glu Gin Ser Thr Ser Ser Asp Glu 
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Asn Glu Met Ser Asp Lys Ser Lys Lys Gin Cys Lys Ser Pro Ser Arg 
. 420 425 430 

Lys Asp Ser Tyr Ser Asp Ser Ser Gly Ser Gly Glu Asp Asp Leu Val 
435 440 445 

Thr Ala Pro Ala Asn lie Ser Asn Ser Thr Trp Ser Ser Ala Leu His 

450 • • 455 " 460 

Gin Thr Leu Ser Asn Met Val Ser Gin Ala Gin Ser His His Glu Ala 
465 470 475 480 

Pro Arg Val Lys Lys He Pro Phe Val Pro Cys Phe Thr He Leu Arg: 
485 490 495 

Lys Arg Pro Asn Lys Pro Glu Phe Glu Asp Ser Asn Pro Ser Pro Leu 
500 - 505 510 

Pro Pro Asp Met Ala Pro Gly Gin Ser Tyr Gin Pro Gin Ser Glu Ser 
515 520 525 • '• 

Ala Ser Ser Ser Ser Met Asp Lys Tyr His He His His He Ser Glu 
530 535 540 

Pro Thr Arg Gin Glu Asn Trp Thr Pro -Leu Lys Asn Asp Leu Glu Asn 
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545 550 • 555 560 

His Leu Glu Asp Phe Glu Leu Glu Val Glu Leu Leu He Thr Leu He 
565 570 575 

Lys Ser Glu Lys Gly Ser Leu Gly Phe Thr Val Thr Lys Gly Asn Gin 

< 580 585 5S0 

Arg lie Gly Cys Tyr Val His Asp Val He Gin Asp Pro Ala Lys Ser 
595 600 605 

Asp Gly Arg Leu Lys Pro Gly Asp Arg Leu lie Lys Val Asn Asp Thr 
610 615 620 

Asp Val Thr Asn Met Thr His Thr Asp Ala Val Asn Leu Leu Arg Gly 
625 630 635 640 

Ser Lys Thr Val Arg Leu Val He Gly Arg Val' Leu Glu Leu Pro Arg 
645 650 ■ 655 

Me Pro Met Leu Pro His Leu Leu Pro Asp He Thr Leu Thr Cys Asn 
660 665 670 

Lys Glu Glu Leu Gly Phe Ser Leu Cys Gly Gly His Asp Ser Leu Tyr 
675 680 685 
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Gin Val Val Tyr He Ser Asp He Asn Pro Arg Ser Val Ala Ala He 
690 695. 700 

Glu Gly Asn Leu Gin Leu Leu Asp Val I le His Tyr Val Asn Gly Val 
705 710 715 720 

Ser Thr Gin Gly Met Thr Leu Glu Glu Val Asn Arg Ala Leu Asp Met 
725 730 735 

Ser Leu Pro Ser Leu Val Leu Lys Ala Thr Arg Asn Asp Leu Pro Val 
740 745 750 

Val Pro Ser Ser Lys Arg Ser Ala Val Ser Ala Pro Lys Ser Thr Lys , 
755 760 . 765 

Gly Asn Gly Ser. Tyr Ser Val Gly Ser Cys Ser Gin Pro, Ala Leu Thr 
770 775 780 



Pro Asn Asp Ser Phe Ser Thr Val Ala Gly Glu Glu He Asn Glu lie 
. 785 790 795 800 

Ser Tyr Pro Lys Gly Lys Gys Ser Thr Tyr Gin He Lys Gly Ser Pro 
805 810 815 

Asn Leu Thr Leu Pro Lys Glu Ser Tyr He Gin Glu Asp Asp He Tyr 

^ 820 -.— ---825- — -■■ 830 ~~ 
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Asp Asp Ser Gin Glu Ala Glu Val lie Gin Ser Leu Leu Asp Val Val 
835 840 845 

Asp Glu Glu Ser Gin Ash Leu Leu Asn Glu Asn Asn Ala Ala Gly Tyr 
850 855 860 

Ser Cys Gly Pro Gly Thr Leu Lys Met Asn Gly Lys Leu Ser Glu Glu ■ 
865 . 870 " 875 ; 880 

Arg Thr Glu Asp Thr Asp Cys Asp Gly Ser Pro. Leu Pro Glu Tyr Phe 
885 890 895 

Thr Glu Ala Thr Lys Met Asn Gly Cys Glu Glu Tyr Cys Glu Glu Lys 
900 905 . 910 



Val Lys Ser Glu Ser Leu He Gin Lys Pro Gin Glu Lys Lys Thr Asp 

■ . ■ 915 - 920 ' \ . . .. 925 . 

- Asp Asp Glu He Thr Trp Gly Asn Asp Glu Leu Pro He Glu Arg Thr 
930 935 940 r 

■14 • 

Asn His Glu Asp Ser Asp Lys Asp His Ser Phe Leu Thr Asn Asp Glu 
945 950 955 960 

- Leu Ala Val Leu Pro Val Val Lys Val Leu Pro Ser Gly Lys Tyr Thr 
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965 970 975 

Gly Ala Asn Leu Lys Ser Val He Arg Val Leu Arg Val Ala Arg Ser 
980 985 990 

Gly He Pro Ser Lys Glu Leu Glu Asn Leu Gin Glu Leu Lys Pro Leu 
995 1000 1005 

Asp Gin Cys Leu lie Gly Gin Thr Lys Glu Asn Arg Arg Lys Asn Arg 
1010 1015 1020 

Tyr Lys Asn He Leu Pro Tyr Asp Ala Thr Arg Val Pro Leu Gly Asp 
, 1025 1030 1035 1040 

Glu Gly Gly Tyr lie Asn Ala Ser Phe He Lys He Pro Val Gly Lys 
1045 1050 1055 

Glu Glu Phe Val Tyr He Ala Cys Gin Gly Pro Leu Pro Thr Thr Val 
1060 1065 1070 



Gly Asp Phe Trp Gin Met He Trp Glu Gin Lys Ser Thr Val lie Ala 
1075 1080 1085 



Met Met Thr Gin Glu Val Glu Gly Glu Lys He Lys Cys Gin Arg Tyr 
1090 1095 1100 
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Trp Pro Asn He Leu Gly Lys Thr Thr Met Val Ser. Asn Arg Leu Arg 
1105 1110 1115 1120 

Leu Ala Leu Val Arg Met Gin Gin Leu Lys Gly Phe Val Val Arg Ala 
1125 1130 1135 

Met Thr Leu Glu Asp lie Gin Thr Arg Glu Val Arg His He Ser His 
1140 . . 1145 1150 

Leu Asn Phe Thr Ala Trp Pro Asp His Asp Thr Pro Ser Gin Pro Asp 
1155 . 1160 1165 

Asp Leu Leu Thr Phe He Ser Tyr Met Arg His He His Arg Ser Gly 
1170 1175 1180 

Pro He lie Thr His Cys Ser Ala Gly He Gly Arg Ser Gly Thr Leu 
1185 . 1190 1195 1200 



He Cys He Asp Val Val Leu Gly Leu He Ser Gin Asp Leu Asp Phe 
1205 . .. 1210 1215 

Asp He Ser Asp Leu Val Arg Cys Met Arg Leu Gin Arg His Gly Met 
1220 1225 1230 

Val Gin Thr Glu Asp Gin Tyr lie Phe Cys Tyr Gin Val He Leu Tyr 
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Val Leu Thr Arg Leu Gin Ala Glu Glu Glu Gin Lys Gin Gin Pro Gin 
. 1250 1255 1260 

Leu Leu Lys 
1265 

<210> 36 
<211> 55l' 
<212> PRT 
<213> Homo sapiens 

<400> 36 

Met Asn Glu Ser Pro Asp Pro Thr Asp Leu Ala Gly Val lie He Glu 
1 5 10 15 

Leu Gly Pro Asn Asp Ser Pro Gin Thr Ser Glu Phe Lys Gly Ala Thr 

20 25 30 . 

Glu Glu Ala Pro Ala Lys Glu Ser Pro His Thr Ser Glu Phe Lys Gly v 
35 40 45 

Ala Ala Arg Val Ser Pro He Ser Glu Ser Val Leu Ala Arg Leu Ser 
50 55 60 



WO 01/09316 



PCT/JP00/05061 



159/172 

Lys Phe Glu. Val Glu Asp Ala Glu Asn Val Ala Ser Tyr Asp Ser Lys 
65 70 75 80 

He Lys Lys lie Val His Ser lie Val Ser Ser Phe Ala Phe Gly Leu 
85 90 95 

Phe Gly Val Phe Leu Val Leu Leu Asp Val Thr Leu lie Leu Ala Asp 
100 105 110 

Leu He Phe Thr Asp Ser Lys Leu Tyr lie Pro Leu Glu Tyr Arg Ser 
115 120 125 

He Ser Leu Ala He Ala Leu Phe Phe Leu Met Asp Val Leu Leu Arg 
130 135 140 

j . 

Val Phe Val Glu Arg Arg Gin G In Tyr Phe Ser Asp Leu Phe Asn He 
145 150 155 160 



Leu Asp Thr Ala He He Val He Leu Leu Leu Val Asp Val Val Tyr 
165 170 175 

He Phe Phe Asp lie Lys Leu Leu Arg Asn He Pro Arg Trp Thr His 
180 185 190 

Leu Leu Arg Leu Leu Arg Leu He He Leu Leu Arg He Phe His Leu 
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Phe His Gin Lys Arg Gin Leu Glu Lys Leu He Arg Arg Arg Val Ser 
210 215 220 

Glu Asn Lys Arg Arg Tyr Thr Arg Asp Gly Phe Asp Leu Asp Leu Thr 
225 230 - 235 240 

Tyr Val Thr Glu Arg He He Ala Met Ser Phe Pro, Ser Ser Gly Arg 

245 250 ' . 255 

Gin Ser Phe Tyr Arg Asn Pro lie Lys Glu Val Val Arg Phe Leu Asp 
260 265 270 

Lys Lys His Arg Asn His Tyr Arg Val Tyr Asn Leu Cys Ser Glu Arg 

275 280 , 285 

Ala Tyr Asp Pro Lys His Phe His Asn Arg Val Val Arg He Met He 

. 290 295 - 300 

Asp Asp His Asn Val Pro Thr Leu His Gin Met Val Val Phe Thr Lys 
305 310 315 320 

Glu Val Asn Glu Trp Met Ala Gin Asp Leu Glu Asn He Val Ala He 
325 330 335 

.His. Cys_Lys. Gly Gly_Thr Asp_Arg_Thr Gly Thr. Met -Val. Cys -Ala Phe 
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340 345 350 

Leu lie Ala Ser Glu He Cys Ser Thr Ala Lys Glu Ser Leu Tyr Tyr 
355 360 365 

Phe Gly Glu Arg Arg Thr Asp Lys Thr His Ser Glu Lys Phe Gin Gly 

370 375 380 

Val Glu Thr Pro Ser Gin Lys Arg Tyr Val Ala Tyr Phe Ala Gin Val 

385 390 • \ 395 400 

Lys His Leu Tyr Asn Trp Asn Leu Pro Pro Arg Arg He Leu Phe lie 
405 410 , 415 ' • 

Lys His Phe lie He Tyr Ser He Pro Arg Tyr Val Arg Asp Leu Lys 

420 425 ,430 . 

He Gin He Glu Met Glu Lys Lys Val Val Phe Ser Thr He Ser Leu 
435 440 445 

Gly Lys Cys Ser Val Leu Asp Asn He Thr Thr Asp Lys He Leu He 
450 455 460 

Asp Val Phe Asp Gly Pro Pro Leu Tyr Asp Asp Val Lys Val Gin Phe 
465 470 475 480 
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Phe Tyr Ser Asn Leu Pro Thr Tyr Tyr Asp Asn Cys Ser Phe Tyr Phe 
485 490 495 

Trp Leu His Thr Ser Phe Me Glu Asn Asn Arg Leu Tyr Leu Pro Lys 
500 505 510 

Asn Glu Leu Asp Asn Leu His Lys Gin Lys Ala Arg Arg lie Tyr Pro 
515 520 525 

Ser Asp Phe Ala Val Glu lie Leu Phe Gly Glu Lys Met Thr Ser Ser 
530 535 '. 540 

Asp Val Val Ala Gly Ser Asp 
545 ' 550 

<210> 37 

<211> 323 ... 
<212> PRT 

<213> Homo sapiens 

■ -**•' 

<400> 37 

Met Ala Asp Leu Asp Lys Leu Asn He Asp Ser lie lie Gin Arg Leu 
1 5 10 15 

Leu. Glu Val Arg Gly Ser Lys. Pro Gly . Lys Asn Val Gin Leu Gin Glu 
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20 25 30 

Asn Glu He Arg Gly Leu Cys Leu Lys Ser Arg Glu He Phe Leu Ser 
35 40 45 

Gin Pro He Leu Leu Glu Leu Glu Ala Pro Leu Lys He Cys Gly Asp 
50 55 60 

He His Gly Gin Tyr Tyr Asp Leu Leu Arg Leu Phe Glu Tyr Gly Gly 
65 70 , 75 80 

Phe Pro Pro Glu Ser Asn Tyr Leu Phe Leu Gly Asp tyr Val Asp Arg 
85 90 95 

Gly Lys Gin Ser Leu Glu Thr He Cys Leu Leu Leu Ala Tyr Lys He 
100 105 110 

Lys Tyr Pro Glu Asn Phe Phe Leu Leu Arg Gly Asn His Glu Cys Ala 
115 ,120 125 

Ser He Asn Arg He Tyr Gly Phe Tyr Asp Glu Cys Lys Arg Arg Tyr 
130 135 140 



Asn He Lys Leu Trp Lys Thr Phe Thr Asp Cys Phe Asn Cys Leu Pro 
145 150 155 160 
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..' lie Ala Ala He Val Asp Glu Lys lie PHe Cys Cys His Gly Gly Leu 
165 .170 175 

Ser Pro Asp Leu Gin Ser Met Glu Gin lie Arg Arg He Met Arg Pro 

180 185 ••' 190 : ..- 

Thr Asp Val Pro Asp Gin Gly Leu Leu Cys Asp Leu Leu Trp Ser Asp • 
195 200 - 205 

Pro Asp Lys Asp Val Leu Gly Trp Gly Glu Asn Asp Arg Gly Val Ser 

210 215 . 220 :■■ ; 

Phe Thr Phe Gly Ala Glu Val Val Ala Lys Phe Leu His Lys His Asp 

225 230 235 240 

Leu Asp Leu lie Cys Arg Ala His Gin Val Val Glu Asp Gly Tyr Glu 

245 • 250 • 255 



Phe Phe Ala Lys Arg Gin Leu Val Thr Leu Phe Ser Ala Pro Asn Tyr 

; : •/-.-. 260 - 265 v • - 270 

Cys Gly Glu Phe Asp Asn Ala Gly Ala Met Met Ser Val Asp Glu Thr 
275 280 285 

Leu Met Cys Ser Phe Gin He Leu Lys Pro Ala Glu Lys Lys Lys Pro 
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Asn Ala Thr Arg Pro Val Thr Pro Pro Arg Gly Met He Thr Lys Gin . 
305 310 315 320 

Ala Lys Lys . . 



<210> 38 . ' . ' ' . 

<211> 319 ' 
<212> PRT 

<213> Homo. sapiens 
<400> 38 

Asp Lys Leu Asn Me Asp Ser lie lie Gin Arg Leu Leu Glu Val Arg 

1 . " . 5 . • • . • 10 • . .;: • 15 

' Gly Ser Lys Pro Gly Lys Asn Val Gin Leu Gin Glu Asn Glu He Arg 
20 25 30 

Gly Leu Cys Leu Lys Ser Arg Glu He Phe Leu Ser Gin Pro tie Leu 

' 35 40 45 . 



Leu Glu Leu Glu Ala Pro Leu Lys He Cys Gly Asp He His Gly Gin 

50 55 60 , 
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Tyr Tyr Asp Leu Leu Arg Leu Phe Glu Tyr Gly Gly Phe Pro Pro Glu 

65 : 70 75 80 

Ser Asn Tyr Leu Phe Leu Gly Asp Tyr Val Asp Arg Gly Lys Gin Ser 

' ' . 85 90 95 

Leu Glu Thr lie Cys Leu Leu Leu Ala Tyr Lys lie Lys Tyr Pro Glu 
100 105 ' 110 

Asn Phe Phe Leu Leu Arg Gly Asn His Glu Cys Ala Ser lie Asn Arg 

: . y 115 120 • ' -125 

He Tyr Gly Phe Tyr Asp Glu Cys Lys Arg Arg Tyr Asn He Lys Leu 
130 135 .140 

.}■■. . . '■ ■' - . v ... V ... 

Trp Lys Thr Phe Thr Asp Cys Phe Asn Cys Leu Pro lie Ala Ala He 

145 150 __ _ __ ..155_ 160_ 

Val Asp Glu Lys lie Phe Cys Cys His Gly Gly Leu Ser Pro Asp Leu 
V 165 ■ - * 170- - : 175 • 

Gin Ser Met Glu Gin He Arg Arg He Met Arg Pro Thr Asp Val Pro 

. . 180 185 190 

Asp Gin Gly Leu Leu Cys Asp Leu Leu Trp Ser Asp Pro Asp Lys Asp 
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Val Leu Gly Trp Gly Glu Asn Asp Arg Gly Val Ser Phe Thr Phe Gly 
210 215 220 

Ala Glu Val Val Ala Lys Phe Leu His Lys His Asp Leu Asp Leu He 
225 230 235 240 

Cys Arg Ala His Gin Val Val Glu Asp Gly Tyr Glu Phe Phe Ala Lys 

,245 . 250 . 255 

Arg Gin Leu Val Thr Leu Phe Ser Ala Pro Asn Tyr Cys Gly Glu Phe 
.260 265 270 

Asp Asn Ala Gly Ala Met Met Ser Val Asp Glu Thr Leu Met Cys Ser 
275 280 285 

Phe Gin lie Leu Lys Pro Ala Glu Lys Lys Lys Pro Asn Ala Thr Arg 
290 295 300 

Pro Val Thr Pro Pro Arg Gly Met He Thr Lys Gin Ala Lys Lys 
305 310 315 



<210> 39 
<211> 309 



T 
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<213> Homo sapiens 

<400> 39 . , ' 

Met Asp Glu Lys Val Phe Thr Lys Glu Leu Asp Gin Trp lie Glu Gin 

1 • 5 , 10 , 15 

Leu Asn Glu Cys Lys Gin Leu Ser Glu Ser Gin Val Lys Ser Leu Cys . 

20 25 - :,. 30 -. 

Glu Lys Ala Lys Glu lie Leu Thr Lys Glu Ser Asn Val Gin Glu Val 
35 40 45 

Arg Cys Pro Val Thr Val Cys Gly Asp Val His Gly Gin Phe His Asp 

50 ' 55 60 • • : <. . 

Leu Met Glu Leu Phe Arg He Gly Gly Lys Ser Pro Asp Thr Asn Tyr 

65 70 _ _ _75_ __80 _ 

Leu Phe Met Gly Asp Tyr Val Asp Arg Gly Tyr Tyr Ser Val Glu Thr ^ 

' . -'• • - 85 - • • " - ■ 90 • - - 95 " - - 

- '. ■ " . v . • ' _ . • 

Val Thr Leu Leu Val Ala Leu Lys Val Arg Tyr Arg Glu Arg lie Thr 
100 105 110 \ 

■ 

lie Leu Arg Gly Asn His Glu Ser Arg Gin lie Thr Gin Val Tyr Gly 

— -HS—-- 120 125- : 
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Phe Tyr Asp Glu Cys Leu Arg Lys Tyr Gly Asn Ala Asn Val Trp Lys 
130 135 140 

Tyr Phe Thr Asp Leu Phe Asp Tyr Leu Pro Leu Thr Ala Leu Val Asp 
145 150 155 160 

Gly Gin He Phe Cys Leu His Gly Gly Leu Ser Pro Ser He Asp Thr 
165 ' 170 175. 

Leu Asp His He Arg Ala Leu Asp Arg Leu Gin Glu Val Pro His Glu 
180 185 ' 190 

Gly Pro Met Cys Asp Leu Leu Trp Ser Asp Pro Asp Asp Arg Gly Gly 
195 200 205 

Trp Gly lie Ser Pro Arg Gly Ma Gly Tyr Thr Phe Gly Gin Asp He 
210 215 220 

Ser Glu Thr Phe Asn His Ala Asn Gly Leu Thr Leu Val Ser Arg Ala 
225 230 235 240 

His Gin Leu Val Met Glu Gly Tyr Asn Trp Cys His Asp Arg Asn Val 
245 250 255 

Val Thr He Phe Ser Ala Pro Asn Tyr Cys Tyr Arg Cys Gly Asn Gin 
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260 265 ■ 270 

Ala Ala He Met Glu Leu Asp Asp Thr Leu Lys Tyr Ser Phe Leu Gin 
275 280 285 

Phe Asp Pro Ala Pro Arg Arg Gly Glu Pro His Val Thr Arg Arg Thr 
290 295 300 

Pro Asp Tyr Phe Leu 

305. 



<210> 40 
<211> 20 
<212> DNA 

<213> Artificial Sequence 



<220> " • -* " ' ; •" 

<223> Description of Artificial Sequence :Artif icially 

"Synthesized Primer "Sequence ' . - - •• - 

<400> 40 

tacggaagtg ttacttctgc ,.: 20 



- <210> 41: 
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<211> 20 
<212> DNA ■ 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 



<400> 41 • 
tgtgggaggt tttttctcta 20 

<210> 42 

<211> 17 

<212> DNA . 

<213> Artificial Sequence 

<220> ■ " . - - 

<223> Description of Artificial Sequence: Artificially 

Synthesized Primer Sequence * • 

' . . i- • .. 

<400> 42 

gttttcccag tcacgac 17 
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<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<Z2Z> Description of Artificial Sequence:Artificially 
Synthesized Primer Sequence 

<400> 43 

caggaaacag ctatgac .,17 
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